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if  he  exercises 


if  he  stops  smoking 


if  he  takes  Arlidin 


in  peripheral  vascular  disease:  exercise  “Exercise  is 

the  specific  physiologic  stimulus  for  producing  vasodilation  in  skeletal  muscle.  ”l 
SMOKING  “The  first  and  most  important  consideration  of  treatment  is  firm  insistence 
that  the  patient  stop  smoking  immediately  and  permanently.  The  reason  for  this  is  the 
powerful  vasoconstricting  action  of  smoking  which  is  responsible  for  diminishing  the 
peripheral  circulation  to  a great  degree.”2  ARLIDIN  The  overall  physiological  effect  of  a 
therapeutic  agent  should  be  similar  to  exercise— that  is,  both  to  increase  cardiac  output 
and  to  produce  peripheral  vasodilation.3  “The  ideal  agent  should  be  administered  in  the 
same  way  that  we  prescribe  exercise— that  is,  three  or  four  times  a day  for  many  years 
rather  than  for  several  weeks.  The  therapeutic  goal  is  to  increase  blood  flow  through  the 
capillary  beds  by  way  of  a patent  and  constantly  expanding  collateral  blood  supply.  At 
this  time,  I am  aware  of  only  one  agent  which  fulfills  the  requirements  as  outlined  above, 
namely nylidrin  (Arlidin).”3 

Contraindications:  Acute  myocardial  infarction.  (Fol- 
lowing myocardial  infarction,  the  initiation  or  reestab- 
lishment of  this  therapy  should  be  undertaken  in  the 
same  way  as  physical  exercise.  After  a reasonable  heal- 
ing period,  gradual  upward  adjustment  of  dosage  to 
therapeutic  levels  may  be  attempted.)  Precautions:  Use 
with  caution  in  the  presence  of  a recent  myocardial 
lesion,  paroxysmal  tachycardia,  severe  angina  pectoris 
and  thyrotoxicosis.  Adverse  Reaction:  Occasional  pal- 
pitation. Dosage:  Vi  to  1 tablet  (3  to  6 mg.)  three  or 
four  times  a day  is  the  usual  effective  dosage;  increased, 
if  necessary,  to  2 tablets  three  or  four  times  a day. 
Parenterally,  0.5  cc.  by  subcutaneous  or  intramuscular 
injection;  increased  gradually  to  1 cc.  one  or  more  times 
daily,  as  needed.  Available:  Tablets:  6 mg.  scored,  bot- 
tles of  50,  100,  and  500.  Parenteral:  5 mg.  per  cc.,  1 cc. 
ampuls  (6  per  box);  10  cc.  multiple-dose  vials  (1  per 
box).  References:  1.  deCrinis,  K.,  Redisch,  W.  and 
Steele,  J.M.:  Proc.  Soc.  Exper.  Biol.  Med.  102: 29,  1959. 
2.  Samuels,  S.S.:  Med.  Times  88: 332, 1960.  3.  Karpman, 
H.L.:  Cañad.  Med.  Ass.  J.  94:457,  1966. 
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EVAPORATED 


»IT*WN  0 INCREASED  - CALCIUM  CARAAGELHAII 


Lets  you  fit  the  formula  to  the  infant 


Carnation  Evaporated  Milk  is  not  a 
rigid,  ready-made  infant  formula.  ■ You 
choose  the  kind  and  amount  of  carbohy- 
drate to  be  added.  ■ You  specify  the  dilu- 
tion with  water.  ■ You  maintain  the  right  to 
prescribe  the  vitamin  preparation  of  your 
choice.  ■ And  you  make  the  decision 
whether  supplemental  iron  is  needed.  «You 
fit  the  formula  to  the  infant. 


Millions  of  babies  have  benefited  from 
flexible,  nutritious,  economical  Carnation 
Evaporated  Milk  formulas  ...  a tradition 
in  infant  feeding. 

Specify  Carnation  Evaporated  Milk  and 
you  specify  Carnation  quality. 


From  a world  leader 
in  nutritional  research  . . 


. (arnation 


for  the  problem  drinker 


TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 


AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d,  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B)2. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


[lROCHEJj 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley.  New  Jersey  07110 


Los  pacientes  obstétricos  o post-quirúrgicos 
que  requieren  un  método  seguro  para  elevar 
su  hemoglobina,  recibirán  tanto  hierro  (250 
mg.)  de  una  inyección  de  5 c.c.  de  Imferon 
como  el  que  contiene  una  pinta  (500  c.c.)  de 
sangre  fresca.  El  Imferon  (inyección  de 
hierro  dextrán)  es  menos  costoso  y evita  los 
bien  conocidos  peligros  que  entraña  la  trans- 
fusión de  sangre  total.  En  los  pacientes  que 
no  pueden  tomar  hierro  o en  aquellos  en 
quienes  no  se  puede  confiar  que  lo  hagan,  el 
Imferon  (inyección  de  hierro  dextrán)  sumi- 
nistra rápidamente  el  hierro  necesario  para  los 
depósitos  de  reserva. 


UNA  PINTA 
DE  SANGRE 
NO  PROPORCIONA 
MAS  HIERRO 


QUE  UNA 
AMPULA  DE  5 cc. 
DE 


IMFERON 


(inyección  de  hierro  dextrán) 
LAKESIDE  LABORATORIES,  INC. 

Milwaukee,  Wisconsin  53201,  U.S.A. 


PRODUCTOS 
PARA  PACIENTES 
QUE  UD.  VE 
A DIARIO 


RESUMEN:  ACCION  E INDICACIONES:  Una  sola 
dosis  de  Imferon  (inyección  de  hierro  dex- 
trán) produce  una  alza  apreciable  de  la 
hemoglobina  y una  serie  completa  de  inyec- 
ciones restituye  efectivamente  los  depósitos 
de  hierro.  El  Imferon  está  indicado  úni- 
camente en  casos  diagnosticados  de  anemia 
ferropriva,  en  los  que  resulta  inefectiva  o 
poco  práctica  la  administración  de  hierro 
oral.  Tales  deficiencias  de  hierro  pueden 
incluir:  pacientes  en  el  último  trimestre  de 
gestación;  pacientes  con  trastornos  gastro- 
intestinales o en  vías  de  recuperación  de 
intervenciones  quirúrgicas  del  tracto  gastro- 
intestinal; hemorragias  crónicas  con  pér- 
didas de  hierro  continuas  y masivas  que  no 
responden  rápidamente  al  hierro  oral;  pa- 
cientes refractarios  a transfusiones  como 
fuente  de  hierro;  niños  con  anemia  hipo- 
crómica;  pacientes  en  quienes  no  se  puede 
confiar  que  tomen  hierro  oral. 

COMPOSICION:  El  Imferon  (inyección  de 
hierro  dextrán)  es  una  solución  bien  tole- 
rada de  complejo  de  hierro-dextrán  que 
proporciona  el  equivalente  a 50  mg.  de 
hierro  elemental  por  cada  cc.  La  solución 
contiene  0.9%  de  cloruro  de  sodio  y su  pH 
varía  entre  5.2  y 6.  El  frasco-ámpula  de 
10  cc.  contiene  0:5%  de  fenol  como  preser- 
vativo. 

ADMINISTRACION  Y POSOLOGIA:  La  dosis,  ba- 
sada en  el  peso  corporal  y gramos  de 
hemoglobina  en  100  cc.  de  sangre,  varía 
desde  0.5  cc.  para  lactantes  hasta  5 cc.  para 
adultos,  aplicada  diariamente,  en  días  alter- 
nos, o semanalmente.  El  requerimiento 
total  en  cada  individuo  es  fácilmente  deter- 
minado mediante  la  tabla  de  dosificación 
contenida  en  el  prospecto.  La  inyección 
intramuscular  profunda  en  el  cuadrante 
superior  extemo  de  la  región  glútea,  em- 
pleando la  técnica  trayectoria  en  Z (con 
desplazamiento  lateral  de  la  piel,  previo  a 
la  inyección),  asegura  buena  absorción  y 
evita  la  coloración  de  la  piel.  Se  recomienda 
una  aguja  de  por  lo  menos  dos  pulgadas  de 
largo  para  el  adulto  normal. 

EFECTOS  SECUNDARIOS:  La  incidencia  de  efec- 
tos secundarios  sistémicos  y locales  es  poco 
común.  Puede  ocurrir  coloración  de  la  piel. 
Una  dosis  excesiva,  superior  a la  requerida, 
puede  producir  hemosiderosis.  A pesar  de 
que  las  reacciones  alérgicas  o anafilácticas 
son  rarísimas,  se  han  presentado  ocasional- 
mente reacciones  serias;  tres  reacciones 
fatales  han  sido  atribuidas  al  Imferon 
(inyección  de  hierro  dextrán).  Raras  veces 
se  ha  reportado  urticaria,  artralgia,  lin- 
foadenopatía,  náusea,  jaqueca  y fiebre.  Se 
recomienda  aplicar  inicialmente  una  .dosis 
de  prueba  de  0.5  cc. 

PRECAUCIONES:  Si  hay  reacción  de  sensibili- 
dad a la  dosis  de  prueba  no  deberá  adminis- 
trarse el  fármaco.  El  Imferon  (inyección 
de  hierro  dextrán)  deberá  administrarse 
únicamente  por  vía  intramuscular  profunda. 
La  inyección  deberá  solamente  aplicarse  en 
el  cuadrante  superior  extemo  de  la  región 
glútea,  y no  en  el  brazo  u otras  áreas.  El 
riesgo  de  carcinogénesis  en  seres  humanos 
es  insignificante  cuando  se  emplea  el 
Imferon  (inyección  de  hierro  dextrán)  en 
la  forma  recomendada. 

CONTRAINDICACIONES:  El  IMFERON  (inyección 
de  hierro  dextrán)  está  contraindicado  en 
pacientes  con  sensibilidad  comprobada  al 
complejo  de  hierro  dextrán  Por  estar  desti- 
nado exclusivamente  a la  terapia  de  las 
anemias  ferroprivas,  no  deberá  utilizarse  en 
el  tratamiento  de  otras  anemias. 
PRESENTACION:  Am  pul  as  de  2 cc.  cajas  de  10; 
ámpulas  de  5 cc.  cajas  de  4;  f rasco- ámpulas 
de  10  cc.  de  dosis  múltiple. 


BOLETIN 

ASOCIACION  MEDICA  DE  PUERTO  RICO 


Organo  Oficial 

JUNTA  EDITORA: 

Jorge  0.  Just  Viera,  Presidente 
Stanley  H.  Asencio 
V.  Bemal  y del  Río 
Gustavo  Escalera  Castrillo 
Herman  J.  Flax 
Osvaldo  González 
Lillian  Haddock 
Norman  Maldonado 
F.  Hernández  Morales 
Francisco  Olazábal,  Jr. 

Nathan  Rifkinson 


Fundado  en  1903 


SECRETARIO  DE  REDACCION: 

Sr.  Gregorio  Díaz 

ASESORES: 

Julio  V.  Rivera 
José  E.  Sifontes 


Oficina  Administrativa: 

Edificio  de  la  Asociación  Médica  de  Puerto  Rico,  Ave.  Fer- 
nández Juncos  Núm.  1305,  Apartado  de  Correos  9387,  Santurce. 
Puerto  Rico  00908.  Tel.  725-6969. 

Anuncios  y Suscripciones: 

£1  Boletín  se  publica  mensualmente.  El  precio  de  suscripcio- 
nes es  de  $5.00  por  año.  Todo  material  de  anuncio  está  sujeto 
a aprobación  por  la  Junta  Editora. 

Reimpresos: 

Podrán  ordenarse  reimpresos  de  los  artículos  a publicarse 
cuando  se  reciba  notificación  de  su  aceptación. 

Second  class  postage  paid  at  San  Juan,  Puerto  Rico. 


Whether  you  grab  the  R-l-A 
stat"  from  the  wall  or  wheel 
In  the  Emergikart,  Ohio’s 
life  savers  are  ready 
immediately.  The  R-l-A 
‘stát”,  employing  the  E&J 
automatic  cycling  prin- 
ciple of  resuscitation  pro- 
vides for  resuscitation,  in- 
halation, and  aspiration.  It 
operates  on  self-contained 
cylinders  or  may  be  pipeline 
connected.  The  Emergika'rt, 
employing  the  Kreiselman  man- 
ually operated  principle  of  re- 
suscitation, features  two 
cylinders  mounted  on  á gleam- 
ing stainless  steel  frame  that 
wheels  easily  on  large  casters. 
For  more  details  write  for 
Catalog  1831. 

Ohio  offers  a complete  line 
of  Life'  Support  Products. 
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There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession  ”. 
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Achrocidiri  Tablets  and  Syrup 


Tetracycline  HC1— Antihistamine— Analgesic  Compound 

Each  tablet  contains:  ACHROMYCIN®  Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  Citrate  25  mg. 


ACHROCIDIN  Tetracycline  HC1— Antihistamine- Analgesic  Compound  Tablets  and  Syrup  are  recommended  for  the  treat! 
of  tetracycline-sensitive  bacterial  infection  which  may  complicate  vasomotor  rhinitis,  sinusitis  and  other  allergic  diseases  fli 
upper  respiratory  tract,  and  for  the  concomitant  symptomatic  relief  of  headache  and  nasal  congestion.  For  children  and  eld 
patients  you  may  prefer  caffeine-free  ACHROCIDIN  Syrup.  Each  5 cc  contains:  ACHROMYCIN  Tetracycline  equivale 
Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Salicylamide  150  mg.;  Ascorbic  Acid  (C)  25  mg.;  Pyrdamine  Maleate  IS 


Contraindications:  Hypersensitivity  to  any 
component. 

Warning:  In  renal  impairment,  since  liver  tox- 
icity is  possible,  lower  doses  are  indicated;  dur- 
ing prolonged  therapy  consider  serum  level 
determinations.  Photodynamic  reaction  to  sun- 
light may  occur  in  hypersensitive  persons. 
Photosensitive  individuals  should  avoid  expo- 
sure; discontinue  treatment  if  skin  discomfort 
occurs. 

Precautions:  Drowsiness,  anorexia,  slight  gas- 
ti  ic  distress  can  occur.  In  excessive  drowsi- 
ness, consider  longer  dosage  intervals.  Persons 


on  full  dosage  should  not  operate  vehicles. 
Nonsusceptible  organisms  may  overgrow;  treat 
superinfection  appropriately.  Treat  beta- 
hemolytic  streptococcal  infections  at  least  10 
days  to  help  prevent  rheumatic  fever  or  acute 
glomerulonephritis.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming  tissue 
and  may  cause  dental  staining  during  tooth 
development  (last  half  of  pregnancy,  neonatal 
period,  infancy,  early  childhood). 

Adverse  Reactions:  Gastrointestinal- anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossi- 
tis, enterocolitis,  pruritus  ani.  Skin— maculo- 


papular  and  erythematous  rashes;  exfol 
dermatitis;  photosensitivity;  onycholysis, 
discoloration.  Kidney— dose-related  ri 
BUN.  Hypersensitivity  reactions— urti 
angioneurotic  edema,  anaphylaxis.  Intrajl 
—bulging  fontanels  in  young  infants.  7 
yellow-brown  staining;  enamel  hypop 
Blood— anemia,  thrombocytopenic  pur 
neutropenia,  eosinophilia.  Liver— cholesl 
high  dosage.  I I 

Upon  adverse  reaction,  stop  medicatic 
treat  appropriately. 
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PRESENTACION 


Me  honra  la  encomienda  de  presentar  ante  ustedes  al  maestro  Ignacio  Chávez,  Fundador  y Di- 
rector Honorario  del  Instituto  Nacional  de  Cardiología  de  México,  quien  ha  sido  seleccionado 
este  año  para  el  acto  de  mayor  trascendencia  de  nuestra  convención  anual,  la  conferencia  Dr.  Ramón 
M.  Suárez. 

Esta  tarea  podría  ser  fácil,  ya  que  el  nombre  de  Ignacio  Chávez,  maestro  de  maestros  de  la  car- 
diología universal,  es  conocido  en  todos  los  centros  médicos  del  mundo  que  se  aprecien  de  estar 
a la  vanguardia  en  esta  disciplina,  pero  por  otro  lado  es  sumamente  complejo  el  profundizar  y ana- 
lizar una  vida  tan  íntimamente  ligada  al  servicio  del  enfermo,  a la  investigación  y a la  dolencia.  Es 
tan  intenso  y prolífico  el  haber  del  maestro  Chávez  que  nos  quedaríamos  cortos  de  tiempo  si  tra- 
tásemos de  enumerar  sus' distintas  intervenciones  en  los  campos  del  saber  médico. 

Hagamos,  pues,  un  breve  resumen  del  acontecer  académico  y profesional  de  nuestro  ilustre  invi- 
tado. El  maestro  Chávez  se  formó  como  médico  en  su  país  natal,  México,  trasladándose  más  tarde 
a distintas  capitales  europeas  para  el  perfeccionamiento  en  cardiología,  entre  ellas:  París,  donde 
junto  al  Profesor  Henri  Vaquez  y Profesor  Charles  Laubry  adquiere  los  cimientos  para  esa  noble 
tarea  que  rige  su  vida. 

Desde  temprano  en  su  vida  profesional  se  une  a la  vida  académica  mexicana  ocupando  distintas 
cátedras  de  medicina,  tarea  que  culmina  con  su  elección  como  rector  de  la  Universidad  Nacional 
Autónoma  de  México  en  1961,  siendo  re-electo  por  otro  período  más  en  años  sucesivos.  En  1944 
funda  el  Instituto  Nacional  de  Cardiología  de  México,  del  cual  es  en  el  presente  su  Director  Honorario 
Vitalicio.  Esta  institución  es  faro  del  saber  cardiovascular  de  todos  los  confines  de  la  tierra  y donde 
a su  calor  y sapiencia  se  ha  formado  una  grey  de  clínicos  e investigadores  de  casi  todos  los  países 
del  mundo.  Funda  y dirige  por  muchos  años  la  revista  Archivos  del  Instituto  Nacional  de  Cardio- 
logía de  México,  tribuna  de  la  más  depurada  cardiología  terrestre.  Ha  presidido  la  Sociedad  Inter- 
nacional y la  Sociedad  Interamericana  de  Cardiología. 

El  maestro  Chávez  ha  pertenecido  a la  Junta  Editora  de  nueve  revistas  médicas.  Diez  y siete 
universidades  de  diferentes  países  le  han  conferido  el  grado  de  Doctor  Honoris  Causa  y es  miembro 
honorario  de  31  sociedades  profesionales  de  diferentes  partes  del  mundo.  Ha  recibido  32  con- 
decoraciones de  20  países  y la  lista  de  sus  publicaciones  científicas  podría  darle  la  vuelta  a nuestra 
isla.  Puerto  Rico  y su  cuerpo  de  médicos  se  siente  hoy  orgulloso  de  tener  entre  nosotros  a este 
paladín  de  la  cardiología  universal  de  quien  se  puede  decir  que  no  se  podrá  escribir  la  historia  de 
esta  disciplina  sin  que  él  tenga  un  lugar  prominente  por  excelencia,  pues  decir  Ignacio  Chávez  es 
decir  Cardiología. 

Nuestro  eminente  invitado,  hoy  es  traído  para  honrar  la  labor  que  por  años  viene  efectuando 
el  Dr.  Ramón  M.  Suárez,  símbolo  de  nuestro  haber  profesional  y figura  máxima  de  la  medicina 
puertorriqueña. 

Señores,  con  ustedes  el  Maestro  Ignacio  Chávez  


Mario  R.  García  Palmieri,  MD 


AGRADECIMIENTO 


Agradezco  vivamente  las  palabras  elogiosas  con  que  mi  ilustre  amigo,  el  Dr.  García  Palmieri, 
me  ha  presentado  a esta  Asamblea.  No  voy  a detenerme  vanidosamente,  a considerar  siquiera  si 
las  merezco.  Sé  que  están  dictadas  por  su  generosidad  y eso  me  basta  para  recogerlas  y para  agra- 
decerlas profundamente. 
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Quiero  expresar  mi  reconocimiento  a la  Asociación  Médica  de  Puerto  Rico  y a su  presidente, 
el  doctor  Iguina  Mora,  por  la  invitación  que  se  me  hizo  para  sustentar  el  presente  año  la  “ Conferencia 
Dr.  Ramón  M.  Suárez”.  Reconocimiento  no  sólo  por  la  distinción  que  implica  sino,  particular- 
mente, porque  me  da  la  ocasión  de  honrar  a un  hombre  que  merece  todo  honor. 

Solemos  honrar  a los  muertos,  cuando  ya  no  son  más  que  recuerdo,  y no  a los  vivos,  cuando 
son  todavía  un  ejemplo.  Y el  Dr.  Suárez  es  un  ejemplo  vivo,  permanente,  de  las  más  altas  virtudes 
como  hombre  y como  médico.  Mientras  más  le  conozco  más  le  admiro.  Por  su  bondad  sencilla, 
por  la  limpieza  de  su  vida.  Por  su  muy  alta  capacidad  como  médico  y su  absoluta,  su  bruñida  ho- 
nestidad profesional.  Seguramente  muy  pocos  médicos  habrá  que  hayan  hecho  tanto  como  él 
por  elevar  el  nivel  científico  de  la  medicina  puertorriqueña,  a lo  largo  de  51  años  de  vida  esforzada 
y ejemplar.  Y no  sé  de  nadie  que  a través  de  su  labor  médica  haya  ganado  más  amor  y más  respeto 
para  este  país. 

Frente  a la  noble  actitud  de  los  médicos  puertorriqueños  de  honrar  en  vida  al  Dr.  Ramón  Suárez, 
he  venido  a sumarme  al  homenaje,  con  toda  devoción  y con  toda  cordialidad. 


Ignacio  Chávez,  MD 


AGRADECIMIENTO 


Hemos  podido  constatar  que  el  Dr.  Rafael  Carral  tenía  razón  cuando  hace  dos  años  y en  la  cere- 
monia de  recepción  del  Dr.  Ignacio  Chávez  como  miembro  honorario  de  la  Academia  Nacional  de 
Medicina  de  México,  dijo  que  el  Dr.  Chávez  “ habla  y escribe  con  la  misma  facilidad  con  que  respira.  ” 

Oir  hablar  al  Dr.  Chávez  es  elevar  nuestra  conciencia  profesional  más  allá  de  la  luna.  Oir  el  dulce 
idioma  de  Cervantes  en  ese  estilo  impecable  es  un  obsequio  a nuestro  espíritu  y un  estímulo  que 
raras  veces  hemos  recibido.  Es  sentirnos  orgullosos  de  ser  lo  que  somos.  Es  comprometernos  a 
amar,  respetar,  preservar  y perpetuar  nuestro  vernáculo. 

Conocí  al  amigo  Nacho  Chávez  hace  unos  veinte  y cinco  años.  Lo  conocí  en  compañía  de  Gus- 
tavo Baz  y de  Ignacio  González  Guzmán.  A pesar  de  los  embates  de  la  vida,  luce  hoy  tan  bien, 
tan  joven,  tan  activo  y tan  alerta  como  entonces.  Y es  que  ha  luchado  y trabajado  y sigue  luchando 
y trabajando.  El  trabajo,  dice  Diderot,  acorta  los  días  y prolonga  la  vida. 

Me  honro  en  poder  llamarle  amigo.  La  amistad  para  mí  no  lleva  adjetivos.  En  mi  caso  particular 
sólo  podría  llamársele  “vieja.”  La  amistad  es  algo  casi  sagrado,  que  “como  la  solera  de  los  buenos 
vinos  gana  con  el  tiempo.  ” 

Son  muchos  los  amigos  con  que  cuenta  el  Maestro  Chávez  en  esta  pequeña  isla  del  Caribe.  Aspiro 
a que  él  también  nos  mire  con  simpatía  y se  considere  amigo  de  los  puertorriqueños. 

Además  de  todo  lo  que  ha  dicho  García  Palmieri  del  Dr.  Chávez  y de  los  muchos  y bien  me- 
recidos honores  y condecoraciones  que  ha  recibido  en  su  patria  y fuera  de  ella  debo  hacer  men- 
ción del  Doctorado  Honoris  Causa  otorgádole  por  la  Universidad  de  Bolonia  en  Italia,  la  más  an- 
tigua de  Europa,  por  la  de  Sonora  de  México,  una  de  las  más  jóvenes  de  América,  por  la  de  Hankuk 
en  Corea  y por  la  de  Santo  Tomás  en  Filipinas. 

Termino  agradeciendo  a mis  compañeros  de  profesión  el  honor  de  habérseme  dedicado  esta 
magistral  conferencia  del  Dr.  Ignacio  Chávez  y haciendo  votos  por  la  paz  y el  continuado  progreso 
de  al  República  Azteca  y por  la  salud  y felicidad  del  gran  Médico  Mexicano,  ciudadano  del  Mundo, 
el  Maestro  Ignacio  Chávez. 


Ramón  M.  Suárez,  MD 


ETICA,  DEONTOLOGIA  Y RESPONSABILIDAD 
DEL  MEDICO  CONTEMPORANEO 


Ignacio  Chávez,  MD  * 


La  deontología  profesional,  concebida  como  la 
ciencia  de  nuestros  deberes,  como  la  norma 
de  nuestra  conducta  en  tantos  médicos,  no  es  cosa 
fija,  inmutable,  ni  tiene  vigencia  por  sí  sola.  Cambia 
con  el  tiempo  y con  el  medio.  Además,  sólo  es 
válida  en  la  medida  en  que  se  conforma  a los  prin- 
cipios de  la  ética,  ciencia  de  nuestro  deber  moral, 
y a las  responsabilidades  que  la  ley  y la  sociedad 
imponen  al  ejercicio  de  la  profesión. 

Nuestra  moral  de  hombres  y de  médicos,  en  sus  prin- 
cipios fundamentales  es  eterna.  No  matar,  no  dañar 
deliberadamente,  son  mandatos  válidos  para  el  hombre 
desde  que  nació  la  civilización.  Velar  por  la  salud  del 
enfermo,  ayudarlo,  respetarlo  en  su  cuerpo  y en  su 
espíritu,  son  normas  que  rigen  para  los  médicos  desde 
los  tiempos  hipocráticos.  Pero  no  todos  los  ordena- 
mientos de  la  ética  tienen  igual  jerarquía.  No  todos 
son  fundamentales.  Los  hay  de  valor  secundario  y, 
por  lo  tanto,  de  validez  no  absoluta,  susceptibles  de 
cambiar  con  el  paso  del  tiempo  o con  la  filosofía  de 
la  época.  Es  natural  que  con  ellos  cambie  entonces 
la  deontología. 

Esto  acontece  de  modo  visible  en  nuestra  época, 
bajo  la  influencia  de  dos  grandes  factores,  que  son  la 
característica  del  tiempo  en  que  vivimos.  De  un  lado 
el  avance  espectacular  de  la  medicina,  que  al  frag- 
mentarse y al  tecnificarse,  se  ha  complicado  y ha 
venido  a cambiar  radicalmente  el  modo  de  ejercerla. 
Del  otro,  el  paso  de  la  medicina  estrictamente  privada 
e individual  a la  medicina  colectiva,  auspiciada  por  el 
Estado  para  beneficio  de  grandes  masas  humanas. 

El  panorama  profesional  ha  cambiado  en  el  curso 
de  una  o dos  generaciones.  El  médico  actual  ya  no 
trabaja  solo,  en  la  intimidad  de  su  gabinete,  absorto 
en  el  diálogo  médico-enfermo.  La  privacía  que  pro- 


“Conferencia  Dr.  Ramón  M.  Suárez”,  sustentada  en  San 
Juan,  Puerto  Rico. 

* ■ Director  Honorario  del  Instituto  de  Cardiología  (México). 


tegió  su  actuación  durante  siglos  y que  lo  elevó  a la 
categoría  de  supremo  dispensador  de  la  salud,  de  guía, 
de  consejero  y de  confidente,  ha  sido  rota  al  surgir 
la  medicina  de  Estado,  impartida  a grandes  masas  y 
por  diferentes  médicos,  a menudo  médicos  anónimos 
que  no  logran  por  ello  captar  la  confianza  de  los 
enfermos. 

De  aquí  que  debamos,  de  tiempo  en  tiempo,  de- 
tenemos a revisar  las  normas  éticas  y los  ordenamientos 
deontológicos  que  nos  guían.  ¿Ameritan  un  cambio? 
¿Hay  algunos  que  resulten  insostenibles  en  nuestros 
días?  ¿Han  surgido  situaciones  nuevas  que  aumenten 
nuestros  deberes  y nuestras  responsabilidades?  Porque 
hay  que  tener  en  cuenta  que  nuestro  deber  moral,  según 
el  dictado  de  nuestra  conciencia,  puede  empujamos 
por  un  camino;  pero  eso  no  nos  evita  incurrir  en  res- 
ponsabilidades si  se  choca  con  la  ley  o con  las  normas 
establecidas  por  las  instituciones  de  trabajo.  Igual  que 
puede  acontecer  a la  inversa,  que  un  juez  nos  absuelva, 
pero  no  nuestra  conciencia,  juez  más  alto,  insobornable, 
y en  definitiva,  el  más  importante. 

Hace  algún  tiempo,  en  1964,  en  ocasión  del  Cente- 
nario de  nuestra  Academia  Nacional  de  Medieina,  revisé 
el  tema  de  algunos  cambios  que  la  medicina  actual  exige 
en  las  normas  tradicionales,  sea  por  liberalización  de 
ciertos  principios  de  la  ética  médica,  sea  por  mayor 
exigencia  en  ciertas  reglas  de  la  deontología.  Hablé 
de  la  obligación  de  cultivarse,  de  la  responsabilidad 
de  los  investigadores,  el  empleo  de  drogas  desconocidas, 
el  secreto  médico,  la  repartición  de  honorarios  y otros 
temas  más,  que  a la  luz  de  nuestra  medicina  actual 
ameritan  reajustarse  para  cohonestar  lo  que  no  debe 
sacrificarse  nunca,  nuestro  deber  moral,  con  las  rea- 
lidades, a veces  duras,  de  nuestro  tiempo. 

No  voy  a volver  sobre  esos  tópicos,  con  todo  y su 
importancia.  Preferiré  discutir  algunos  otros  de  interés 
máximo  y muy  de  nuestros  días.  La  necesidad  de  saber, 
los  límites  de  nuestro  deber  de  servir  y la  obligación 
de  no  dañar.  En  otros  términos  podría  decirse:  la 
educación  continua  como  deber  moral;  el  respeto 
a la  dignidad  del  enfermo  y los  límites  de  nuestro 
derecho  de  investigadores. 
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La  obligación  moral  de  saber 

"La  salud  de  mi  enfermo  será  mi  preocupación 
primera  , dice  la  Declaración  de  Ginebra,  versión 
moderna  del  Juramento  Hipocrático  y compendio  de 
los  deberes  médicos.  “Dios  mío,  haz  que  yo  sea 
moderado  en  todo,  pero  insaciable  en  mi  amor  a la 
ciencia.  Aleja  de  mí  la  idea  de  que  todo  lo  puedo. 
Dame  la  fuerza,  la  voluntad  y la  ocasión  de  ensanchar 
mis  conocimientos”  clama  Maimónides  en  su  plegaria 
inmortal.  En  estas  dos  sentencias  queda  encerrada 
la  obligación  fundamental  del  médico,  su  máximo 
deber  moral.  No  se  concibe  a un  hombre  que  se 
consagre  a la  medicina  para  engañar  con  ella,  para 
simular  servicios  que  no  valen.  Se  es  médico  para 
salvar  enfermos,  para  ayudarlos  cuando  menos.  Y 
no  es  la  ignorancia  la  que  ayuda,  es  el  saber.  Esa 
es  nuestra  obligación  primera  si  hemos  de  ser  médicos 
honrados,  no  mercaderes. 

Privar  a un  enfermo  de  un  tratamiento  eficaz  que 
pudiera  salvarlo  o de  una  intervención  quirúrgica  opor- 
tuna, por  desconocimiento  burdo  del  diagnóstico,  es  un 
acto  inmoral  que  además  implica  responsabilidades,  ante 
la  propia  conciencia,  ante  la  sociedad  y ante  la  ley. 
No  es  necesario  señalar  que  todos,  absolutamente  todos 
los  médicos  cometemos  yerros  y padecemos  lagunas  de 
ignorancia  y que,  por  tanto,  podemos  ser  culpables 
en  ese  aspecto.  Pero  no  por  ignorancia  crasa,  no  por 
ligereza  irresponsable.  Eso  acontece  — y sólo  así 
puede  acontecer  sin  reproche  de  conciencia  — cuando 
las  dificultades  del  caso  estén  por  encima  de  nuestro 
entendimiento;  cuando  la  urgencia  no  permita  el 
examen  detallado  o cuando  haya  un  obstáculo  serio 
que  nos  cierre  el  paso  a la  verdad  diagnóstica  o a la 
terapéutica  eficaz.  Humanos  somos  y como  humanos 
erramos.  Lo  que  es  condenable  es  la  ignorancia  burda, 
la  superficialidad  irresponsable,  la  falla  grave  ante  la 
confianza  del  enfermo  que  se  entrega,  y a la  cual  el 
médico  no  sabe  corresponder  con  dignidad. 

Ese  riesgo  nacido  de  la  ignorancia  está  en  manos 
del  médico  prevenido.  Por  modesto  que  éste  sea,  puede 
elevarse  al  plano  de  sus  obligaciones.  Trabajar  con 
conciencia,  estudiar  con  empeño,  actualizar  sus  conoci- 
mientos, eso  está  al  alcance  de  su  mano.  En  nuestro 
tiempo  abundan  las  conferencias,  los  cursos  breves, 
los  congresos,  las  revistas  y los  libros,  todas  las  formas 
de  lograr  la  educación  continua  del  médico. 

La  capacidad  de  olvido  y el  rápido  envejecimiento 
de  los  conocimientos,  obligan  al  médico  a mantenerse 


al  día,  so  pena  de  ir  avanzando  en  ignorancia  hasta  ser 
un  peligro  social.  Nadie  está  obligado  a ser  un  médico 
eminente,  pero  sí  un  profesional  decoroso,  un  hombre 
útil.  Y si  el  saber  no  le  alcanza  en  un  momento  dado, 
lo  que  a todos  pasa,  que  cumpla  con  el  deber  que  le 
impone  la  ética  de  su  profesión:  llamar  en  su  auxilio 
a quien  más  sepa.  Prescribir  sin  saber  qué  se  combate, 
usar  drogas  cuyos  efectos  no  pueden  preverse  ¿no  es 
una  actuación  irresponsable?  ¿no  es  a veces  un  fraude? 
Y seguir  tranquilamente  cultivando  la  ignorancia,  ¿no 
es  una  forma  de  deshonestidad? 

Este  peligro  ha  existido  siempre  y ya  Plinio  el  Viejo 
fustigaba  a ciertos  médicos  de  Roma:  “No  hay  una  ley 
que  castigue  su  ignorancia  —decía—  nunca  hay  para  ellos 
una  pena  severa.  Se  instruyen  a nuestras  costas  y riesgos 
y la  muerte  de  los  hombres  es  para  ellos  solamente  una 
serie  de  experiencias;  sólo  ellos  tienen  el  privilegio  de 
matar  impunemente”.  Esta  voz  iracunda  no  se  oye 
ahora,  pero  bien  podría  oirse  a veces,  de  no  ser  porque 
ya  hay  leyes  que  exigen  responsabilidades. 

Es  natural.  Mientras  más  grande  es  el  poder  de  la 
medicina,  más  trascendente  y más  valiosa  se  vuelve 
la  actuación  del  médico.  Pero  lo  que  es  valía  y efica- 
cia en  unas  manos  puede  ser  un  peligro  en  otras.  Por 
eso  la  sociedad  ya  no  se  atiene  al  consejo  de  Platón,  de 
conceder  la  impunidad  al  médico,  salvo  que  hubiese 
tenido  el  propósito  deliberado  de  matar.  Ahora  no 
se  contenta  con  sentarlo  frente  al  tribunal  de  su  con- 
ciencia y ni  siquiera  frente  al  de  sus  propios  colegas. 
Lo  enfrenta  con  un  juez  y con  una  ley  que  sanciona 
los  errores  culpables,  y quien  juzga  y sentencia  es  un 
lego  en  medicina. 

Es  cierto  que  la  legislación  contemporánea  está  muy 
lejos  de  la  severidad  del  Código  de  Hammourabi,  que 
castigaba  la  muerte  del  operado  con  la  amputación  de 
la  mano  del  cirujano.  No  en  balde  han  transcurrido 
40  siglos  para  suavizar  las  costumbres.  Pero,  racional 
y humana  en  tesis  general,  la  ley  no  perdona  el  daño 
causado  por  ignorancia,  por  imprudencia  o por  auda- 
cia, ni  las  faltas  cometidas  contra  la  integridad  y la 
dignidad  de  la  persona  humana. 

La  profesión  médica  ha  tenido  que  admitir  esta 
intromisión  de  la  sociedad  en  los  dominios  que  antes 
fueron  sus  cotos  sagrados.  Admitir  que  frente  a la 
responsabilidad  personal,  cuyo  drama  se  juega  en  la 
intimidad  de  la  conciencia,  existe  y debe  existir  una 
responsabilidad  social  ante  la  comunidad  en  la  que 
vive  el  médico.  Defensa  legítima,  garantía  que  ella 
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se  toma  contra  los  defectos  y los  excesos  de  la  actua- 
ción profesional,  cuando  choca  contra  las  normas  éticas 
o causa  daños  irreparables  que  no  tienen  excusa. 

Si  la  medicina  fue  siempre  una  responsabilidad 
vigilante,  hoy  lo  es  más  que  nunca.  El  médico  es  hoy 
día  responsable  de  todo  lo  que  ordene  o lo  que  practi- 
que. Tiene  responsabilidad  por  actuar,  si  lo  hace  en 
forma  temeraria,  o por  abstenerse,  si  su  ignorancia 
o su  temor  lo  inhiben  en  casos  de  apremio.  Responsa- 
bilidad por  hablar,  si  con  ello  viola  el  secreto  profe- 
sional, o por  callar,  si  no  cumple  con  la  declaración 
obligatoria;  por  cometer  un  error  inexcusable  al  pres- 
cribir o al  operar;  por  la  opinión  que  dé  a su  enfermo 
si  resulta  perjudicial,  o por  la  ocultación  que  le 
haga,  si  es  algo  que  él  debiera  imperiosamente  saber. 
Responsabilidad  civil  o penal  por  todo  acto  médico 
que  él  ordene,  así  sean  su  ayudante  o el  hospital 
los  que  fallen.  Y como  su  actuación  se  desenvuelve 
en  la  zona  donde  hay  vidas  en  juego,  él  marcha 
siempre  en  el  filo  del  peligro.  Si  todo  sale  bien,  ése 
es  su  mérito,  aunque  a menudo  nadie  lo  reconozca. 
Si  es  lo  contrario,  ésa  es  su  responsabilidad,  intervenga 
o no  la  justicia. 

De  cualquier  modo  el  médico  se  enfrenta  a un  juez 
implacable:  su  conciencia.  Imposible  eludirla,  ni 

siquiera  cuando  ha  tratado  de  esquivar  todo  riesgo 
con  abstenciones  culpables.  Su  deber  es  proteger 
a su  enfermo,  no  protegerse  él  mismo.  Y si  para 
lograr  lo  primero  debe  comprometerse,  está  obligado 
a hacerlo.  Recuerdo  un  caso  acontecido  en  los  días 
dramáticos  de  nuestra  Revolución,  en  el  que  se  vieron 
comprometidos  dos  profesores  de  nuestra  Facultad 
de  Medicina.  Un  caudillo  militar,  ignorante  y rudo, 
pero  hombre  de  cierta  nobleza,  enfermó  de  paludismo 
grave,  en  que  casi  no  había  un  glóbulo  rojo  que  no 
estuviera  parasitado.  Una  de  sus  complicaciones  fue 
la  insuficiencia  renal  aguda.  La  uremia  subió  a cifras 
alarmantes  y se  anunciaba  el  coma.  Había  que  ganar 
tiempo  mientras  se  dominaba  el  paludismo,  confiados 
en  que  entonces  se  restablecería  la  función  renal. 

Aquella  no  era  la  época  de  la  hemodiálisis  y sólo 
se  disponía  del  viejo  método  de  la  sangría.  Al  pres- 
cribirla, los  militares  subalternos,  tan  bárbaros  como 
fieles  a su  jefe,  notificaron  a los  médicos  que  si  su  Ge- 
neral moría  a resultas  del  tratamiento,  ellos,  los  mé- 
dicos, pagarían  con  su  vida. 

¿Qué  hacer?  El  estado  precomatoso  se  instalaba 
y urgía  actuar.  Privadamente  discutieron:  ¿tenemos 
alguna  otra  forma  de  detener  el  coma?  Y como  no 
la  tenían,  decidieron  practicar  la  sangría,  previa  con- 
sulta con  el  enfermo,  que  dio,  confiadamente,  su  apro- 
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bación.  Por  fortuna,  el  paciente  y la  ética  médica 
salieron  con  bien  de  la  ruda  pureba. 

Sin  amenguar  en  nada  nuestra  responsabilidad  ante 
el  enfermo,  que  es  el  deber  primero  y la  razón  misma 
de  nuestra  profesión,  a cada  día  se  dibuja  con  mayor 
importancia  nuestra  responsabilidad  social.  Es  algo 
que  está  en  la  filosofía  de  nuestro  tiempo:  frente 
al  derecho  individual  se  agiganta  el  derecho  colectivo. 
Ya  no  es  sólo  un  hombre  el  que  importa,  son  todos 
los  hombres.  Ya  mi  problema  no  es  sólo  mío,  es  el 
de  todos.  Y el  de  todos,  también  es  mío.  Esto  sus- 
pende al  médico,  comenta  Jean  Guitton,  entre  dos 
universos:  el  de  su  conciencia,  al  formarse  un  juicio 
y al  tomar  una  decisión  en  busca  del  bien  individual 
de  su  enfermo,  y el  de  su  deber  como  ciudadano, 
como  funcionario  del  Estado,  como  célula  de  un 
grupo  social,  obligado  a acatar  sus  leyes  y a cuidar 
sus  intereses.  Ese  es  nuestro  drama  y esa  es  nuestra 
corona.  La  solicitación  permanente  de  dos  deberes, 
el  acatamiento  a dos  responsabilidades:  una  invisible, 
silenciosa,  pero  suprema,  de  nuestra  conciencia,  que 
busca  el  bien  de  nuestro  enfermo  y la  otra  visible, 
implacable,  pero  contingente,  de  nuestro  deber  frente 
al  mundo  en  que  vivimos.  Según  su  expresión  feliz, 
nuestro  destino  estriba  en  “ser  solitarios  y a la  vez 
solidarios.”  Mérito  nuestro  si  logramos  cohonestar 
ambos  deberes.  Nuestra  cruz,  si  fracasamos. 

La  actuación  médica  camina  por  dos  vías,  que 
a veces  se  confunden,  a veces  se  entrecruzan.  La 
responsabilidad  jurídica  que  nos  acecha  no  cubre  for- 
zosamente la  responsabilidad  moral  que  nos  obliga. 
Y donde  un  juez  absuelve,  bien  puede  suceder  que 
una  conciencia  acuse. 

Los  límites  de  nuestro  deber  de  servir. 

“Consideraré  la  salud  de  mi  paciente  como  mi 
preocupación  primera,  dice  el  Juramento  neohipocrá- 
tico  de  Ginebra,  votado  en  1948.  Y añade:  “Ejerceré 
mi  arte  con  conciencia  y dignidad”. 

Un  año  más  tarde,  la  Asociación  Médica  Mundial 
votó  en  Londres  el  Código  Internacional  de  Etica 
Médica.  En  él  se  ordena:  “El  médico  debe  a su  enfermo 
todos  los  recursos  de  su  ciencia  y toda  su  devoción. 
Cuando  un  enfermo  o un  tratamiento  rebasen  sus  capa- 
cidades, debe  llamar  a otro  médico  que  sea  calificado 
en  la  materia.” 

He  aquí  dos  mandatos  de  validez  imperativa,  dos 
polos  que  sostienen  el  eje  moral  de  nuestra  profesión. 
Cuidar  la  salud  de  nuestros  enfermos,  prodigarles  con 
devoción  nuestros  servicios,  prolongar  la  vida  humana, 
proteger  al  hombre.  Esa  es  nuestra  misión.  Y sin  em- 
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bargo,  cabe  que  reflexionemos  sobre  esos  mandamien- 
tos, que  no  son  forzosamente  dogmáticos. 

La  medicina  v la  cirugía  contemporáneas  ban  hecho 
aparecer  o,  cuando  menos,  han  hecho  crecer  en  forma 
dramática  las  situaciones  en  que  la  letra  del  mandato 
choca  contra  su  esencia.  Ahora  es  de  todos  los  días 
el  caso  del  enfermo  irremisiblemente  condenado,  cuya 
etapa  final  puede  prolongarse  casi  a voluntad  merced 
a artificios  técnicos;  el  de  los  urémicos  con  riñones 
totalmente  destruidos,  que  pueden  sostenerse  precaria- 
mente mediante  diálisis  sanguínea  o peritoneal;  el  de 
los  pacientes  descerebrados,  que  con  la  conciencia  per- 
dieron toda  personalidad  y que  pueden,  sin  embargo, 
conservar  su  vida  vegetativa  por  meses  y por  años. 
Son  muertos  que  no  acaban  de  morir,  pero  que  no 
por  eso  tienen  vida  humana  sino  puramente  biológica. 
Cuerpos  sin  vida  espiritual,  sólo  animal,  mutilada  en 
lo  más  noble. 

Esos  casos  extremos  y otros  menos  dramáticos 
plantean  al  médico  la  pregunta  angustiosa:  ¿hasta 
dónde  es  lícito  prolongar  esas  situaciones?  ¿hasta 
dónde  es  moral  hacer  más  larga  aun  agonía?  Echar 
mano  de  todos  ios  recursos  técnicos  en  favor  de  un 
enfermo,  como  lo  ordena  el  Código;  hacer  todo  cuanto 
sea  dable  para  prolongar  su  vida  ¿significa  el  deber  de 
encarnizarse  y hacer  de  nuestra  terapéutica  un  instru- 
mento de  crueldad?  ¿Es  eso  actuar  en  favor  del  en- 
fermo? No  lo  será,  acaso,  en  favor  de  nuestra  repu- 
tación? 

Y sin  embargo,  el  no  hacerlo  expone  a responsabi- 
lidades legales  si  un  familiar  desea  acusar.  Retirar  la 
bomba  de  respiración  artificial,  sabiendo  que  con  ello 
se  detendrán  las  últimas  funciones  vitales  ¿significa 
matar  al  enfermo  o es  sólo  dejarlo  morir  en  paz? 

Se  comprende  que  mientras  la  familia  insista  en 
proseguir  la  lucha  desesperada,  el  médico  no  podrá 
rehusarse;  pero  si  la  familia  consiente  y el  médico 
está  seguro  de  que  la  muerte  ha  ganado  la  partida, 
no  se  ve  ningún  impedimento  moral  para  parar  las 
máquinas  artificiales.  Ni  siquiera  el  escrúpulo  reli- 
gioso. El  Papa  Pío  XII,  consultado,  transó  el  tema 
en  lo  teológico  y en  lo  ético,  aceptando  que  donde 
no  hay  definitivamente  vida  espiritual,  cesa  la  obli- 
gación ética  de  proseguir,  y que  ni  la  familia  ni  el 
médico  están  moralmente  obligados  a poner  en  planta 
recursos  extraordinarios.  Su  deber  se  limita  a aplicar 
los  medios  ordinarios  de  salvación. 

“No  es  la  vida  celular  del  laboratorio  la  que  nos  im- 
porta, dice  Pickering:  es  la  vida  fisiológica  la  que  nos 
concierne.’  Y esa  ha  terminado  cuando  la  muerte 
cerebral  es  definitiva  y las  funciones  circulatorias  y res- 


piratorias sólo  se  mantienen  gracias  a medios  artificiales. 
A condición  de  esperar  el  tiempo  necesario  para  estar 
seguros  de  que  la  cesación  de  las  funciones  es  definitiva 
y no  transitoria,  y de  que  el  daño  es  irreversible,  la 
obligación  moral  de  ayuda  ha  terminado. 

Un  día  me  enfrenté  a ese  problema  en  situación 
de  dura  carga  emocional.  Un  médico  que  era  mi 
amigo  y mi  enfermo  durante  largos  años,  hipertenso 
y coronario,  con  un  episodio  previo  de  infarto  del 
miocardio,  se  internó  de  urgencia  en  el  Instituto  de 
Cardiología  por  un  segundo  infarto.  En  el  curso  de  él 
sobrevino  un  paro  cardíaco  que  fue  dominado  con  las 
maniobras  externas  y con  la  estimulación  eléctrica. 
Por  desgracia  el  paro  había  durado  lo  suficiente  para 
dejarlo  descerebrado. 

Fui  llamado  a ver  al  enfermo  y al  terminar  mi 
examen  sobrevino  un  segundo  paro  del  corazón. 
El  residente,  abnegado  y conocedor  de  su  papel, 
se  precipitó  a dar  la  respiración  boca  a boca  mientras 
traían  de  nuevo  el  estimulador.  Con  sorpresa  me 
miró  cuando  alargué  la  mano  para  impedírselo.  “¿Para 
qué?  —le  dije—  si  se  logra  de  nuevo  la  resucitación, 
no  por  eso  le  devuelve  la  vida.  Está  descerebrado.” 
Los  médicos  presentes  me  miraron  sin  aire  de  convenci- 
miento. “Lo  peor  que  podría  sucederle  —agregué— 
es  que  volviera  a latir  su  corazón.  Hay  que  dejarlo 
morir  en  paz.” 

Yo  sé  de  casos  de  descerebración  completa  que  se 
han  prolongado  por  seis  y más  años,  con  vida  vegetativa 
satisfactoria.  El  amor  conyugal  se  aferra  a estas  exagera- 
ciones. La  historia  nos  cuenta  de  Juana  la  Loca  que 
se  negó  a dar  sepultura  a su  marido  bien  amado.  Esos 
son  problemas  psicológicos,  en  ocasiones  psiquiátricos; 
no  deben  ser  problemas  médicos. 

Por  fortuna,  la  mayor  parte  de  nuestros  problemas 
no  alcanzan  esta  agudeza.  En  cambio,  son  los  de  todos 
los  días.  ¿Hasta  dónde  trazamos  el  límite  de  nuestra 
obligación  de  servir?  ¿Hasta  convertimos  en  amos  y 
señores  de  nuestros  enfermos,  imponiéndoles  nuestra 
voluntad  bajo  el  pretexto  de  ayudarlos? 

Hay  un  límite  que  no  es  lícito  traspasar.  Es 
el  de  respetarlos  en  su  libre  decisión,  en  su  persona- 
lidad, en  su  dignidad  de  hombres.  Los  médicos 
nos  inclinamos  sobre  ellos  para  ayudarlos  y para 
aconsejarlos,  no  para  forzar  sus  decisiones.  Una  in- 
tervención quirúrgica  es  recurso  que  se  aconseja,  no 
se  obliga.  El  enfermo  tiene  el  derecho  de  rehusarla 
y a nosotros  sólo  nos  toca  explicar,  justificar  la  ne- 
cesidad de  que  se  la  practique  y si  el  caso  lo  requiere, 
advertir  los  riesgos  de  no  hacerlo.  Pero  nada  más. 
El  enfermo  es  el  único  dueño  de  su  vida  y de  sus 
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decisiones. 

Hay  otro  límite  que  en  nuestro  afán  de  servir 
no  debemos  traspasar.  Solemos  interesamos  mucho 
por  el  problema  somático  de  nuestros  enfermos  y 
descuidamos  a menudo,  demasiado  a menudo,  el  pro- 
blema espiritual.  Y al  olvidarlo,  los  herimos  fácil- 
mente en  su  sensibilidad  y les  causamos  un  daño 
severo  en  su  personalidad. 

Son  muchos  los  médicos  que  usan  de  franqueza 
ruda  para  comunicar  su  diagnóstico  y aun  su  pronós- 
tico. Para  ellos  hablar  de  infarto  del  miocardio,  de 
tumor  cerebral  o de  cáncer  del  pulmón,  es  igual  que 
comunicar  un  diagnóstico  de  hernia  o de  bronquitis. 
Suponen,  seguramente,  que  todos  los  enfermos  están 
psicológicamente  preparados  para  resistir  el  impacto 
de  un  diagnóstico  que  trae  aparejado  el  riesgo  inminen- 
te de  morir. 

En  ciertos  sitios  aún  es  costumbre  entregarles  por 
escrito  un  resumen  de  su  historia,  con  el  diagnóstico 
tremendo.  El  daño  causado  es  con  frecuencia  irrepara- 
ble. Yo  he  visto  a enfermos  caer  en  estados  de  profunda 
angustia  o depresión,  al  saber  de  golpe  la  naturaleza 
de  su  mal.  Y aun  los  he  visto  suicidarse,  como  forma 
de  evitar  la  angustia  prolongada  de  la  espera.  Y esto 
no  sólo  en  espíritus  débiles,  de  mentalidad  enfermiza. 
Freud,  el  padre  del  psicoanálisis,  preparado  como  nin- 
guno para  escapar  al  terror  de  lo  inesperado,  cuando 
se  le  dijo  sin  miramientos  que  su  mal  era  cáncer,  mo- 
lesto, irritado,  les  reclamó  a sus  médicos:  “ ¿con  qué 
derecho  me  comunican  eso?  ”. 

En  el  otro  extremo  de  la  escala  están  los  niños, 
a quienes  se  juzgaría  inmunes  al  temor  de  un  diag- 
nóstico. Un  día  nos  percatamos  en  el  Instituto  de 
Cardiología  del  grave  trauma  psicológico  que  les  cau- 
sábamos al  discutir  en  su  presencia  los  datos  de  su 
historia,  creyendo  que  por  su  edad  no  captaban  la 
importancia.  Nuestro  psiquiatra  nos  advirtió  del  error 
que  cometíamos  y nos  relató  varios  casos  impresio- 
nantes. Un  niño  que  decía  a otro  de  su  misma  sala 
“yo  estoy  peor  que  tí,  porque  tengo  tres  válvulas 
enfermas  y tú  sólo  tienes  una”.  Otro  que  se  dolía: 
“yo  no  tengo  suerte,  a mí  no  van  a operarme  porque 
ya  tengo  el  corazón  muy  grande  y no  se  puede.” 

El  espanto  que  nos  causó  esta  revelación  nos  hizo 
prohibir  desde  entonces  toda  discusión  clínica  junto 
al  lecho  del  enfermo,  así  se  tratara  de  niños  de  5 años. 
En  su  cama  del  Servicio  se  les  explora;  pero  es  en  la 
sala  de  juntas  de  los  médicos  donde  se  discuten  los 
casos. 

El  respeto  al  aspecto  espiritual  del  enfermo  es 
tan  importante  como  el  cuidado  en  la  exploración 
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clínica.  La  verdad  debe  serles  dicha,  pero  con  la 
misma  prudencia  con  que  se  administra  una  droga 
peligrosa.  Hay  que  decir  a los  enfermos  la  verdad, 
pero  no  toda  la  verdad;  sólo  la  parte  que  les  bene- 
ficie, no  la  que  les  hiera.  Al  igual  que  ciertas  drogas 
potentes,  la  verdad  hay  que  dosificarla  y,  según  con- 
venga, aumentarla  lentamente,  en  la  medida  en  que 
haya  buena  tolerancia.  Es  que  en  el  fondo  de  todo 
enfermo,  aunque  no  lo  parezca,  dice  el  Abate  Oraison, 
hay  un  niño  angustiado  que  busca,  obscuramente, 
recuperar  su  alegría  de  vivir. 

Proceder  de  otro  modo,  privando  de  calor  humano 
nuestro  trato  con  el  enfermo,  dejándolo  sin  protec- 
ción contra  la  angustia  de  saberse  condenado,  es  matar 
de  golpe  su  confianza.  Y su  confianza  debe  ser 
nuestro  supremo  aliado.  Sólo  se  sostiene  cuando  el 
enfermo  está  convencido  de  que  nos  preocupamos 
por  su  salud  y de  que  su  caso  tiene  posibilidades 
de  salvación. 

Hay,  por  desgracia,  médicos  que  confunden  el  in- 
terés que  debemos  al  enfermo  y nuestra  obligación 
de  servirles  con  la  actitud  indecente,  que  en  términos 
descriptivos  yo  llamaría  “pegajosa”,  de  quien  se  apo- 
dera del  paciente  como  de  bien  propio;  de  quien 
se  adueña  de  él,  abultando  el  valor  de  sus  servicios 
y mostrando  un  interés  mayor  que  el  de  los  propios 
familiares.  Si  esto  puede,  de  pronto,  impresionar 
favorablemente,  no  tardan  en  exhibir  que  su  interés 
no  es  desinteresado,  y que  en  el  fondo  apunta  el 
espíritu  fenicio,  no  el  apostólico. 

Nuestra  obligación  de  servir  es  permanente,  pero 
no  es  infinita.  Tiene  un  límite,  el  de  prestar  un  ser- 
vicio útil  al  enfermo,  pero  sin  chocar  con  el  respeto 
que  debemos  a su  dignidad  y a la  nuestra.  En  nuestra 
profesión  la  ciencia  sola  no  basta;  es  algo  que  es  indis- 
pensable, pero  no  suficiente.  Por  encima  de  la  obli- 
gación de  saber,  la  misión  médica  debe  inspirarse  en 
el  mandato  eterno,  que  enseña  el  Evangelio  y que 
pudo  parafrasear  Gosset:  “Cuida  a tu  enfermo  como 
a tí  mismo”.  Sentimiento  igual  al  que  inspiró  el  escudo 
de  nuestro  Instituto  de  Cardiología:  Amor  scientiae 
que  inserviant  cordi”. 

El  límite  de  nuestro  derecho  de  investigación. 

Buscar  en  un  experimento  la  solución  a un  problema 
del  saber  es  algo  tan  antiguo  como  la  curiosidad  cientí- 
fica del  hombre.  Ya  Erasístrato  de  Alejandría,  dos 
siglos  antes  de  Cristo,  hacía  experimentos  en  los  ani- 
males sobre  problemas  de  la  circulación.  Lo  mismo 
hicieron  Galeno  en  Roma  y los  renacentistas  en  Italia. 
Harvey  realizó  después  las  impecables  pruebas  experi- 
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mentales  que  fundaron  la  fisiología  en  el  siglo  XVII  y 
Jenner,  en  el  XVIII,  probó  experimentalmente  la  efi- 
cacia de  la  vacuna  contra  la  viruela.  Más  tarde  Claude 
Bernard,  en  el  siglo  XIX,  se  elevó  a la  categoría  de  padre 
de  la  Medicina  experimental. 

Pero  casi  todos  ellos  trabajaron  en  animales  de  la- 
boratorio. Sus  aplicaciones  al  hombre  fueron  extra- 
polaciones, unas  veces  fundadas,  otras  dudosas.  En 
realidad  no  fue  sino  hace  cien  años  cuando  se  inició 
la  experimentación  coordinada,  científica,  en  los  hu- 
manos, como  un  método  sistemático.  Pasteur  tuvo  la 
gloria  y la  tortura  de  aplicar  al  hombre  sus  descubri- 
mientos de  vacunas  y de  sueros. 

A.  partir  de  entonces  la  carrera  ha  sido  fantástica 
en  la  vía  experimental.  Y es  justo  reconocer  que  ella, 
a la  experimentación,  es  a la  que  debemos  el  auge 
de  las  ciencias  médicas;  que  ha  sido  la  raíz  dei  progreso 
actual,  al  grado  de  que  sin  ella,  sin  sus  frutos,  tendría- 
mos que  borrar  más  de  la  mitad  de  lo  que  sabemos. 
Imposible  detener  su  marcha.  Al  contrario,  hoy  po- 
demos afirmar  que  es  un  deber  moral  proseguir  la 
experimentación  en  beneficio  de  la  salud  del  hombre. 

Un  avance  así  sólo  ha  podido  lograrse  pasando  por 
encima  de  las  restricciones  de  orden  ético  fijadas  por 
Claude  Bernard,  quien  exigía  que  las  experiencias  he- 
chas en  el  hombre  fuesen  siempre  inofensivas.  “Si 
son  dañosas  —decía—  quedan  prohibidas;  si  son  ino- 
centes pueden  permitirse;  si  son  benéficas  están  pres- 
critas”. 

Esas  exigencias  ya  no  pueden  sostenerse.  No  hay 
método  instrumental  de  estudio  ni  droga  potente  en 
la  terapéutica  que  carezcan  de  riesgo,  pequeño  o im- 
portante, pero  siempre  riesgo.  Sólo  admitiendo  pagar 
con  esta  moneda  es  como  se  han  obtenido  las  grandes 
aportaciones  al  diagnóstico  y los  grandes  resultados 
en  el  tratamiento.  Introducir  un  catéter  en  el  corazón 
a través  de  una  vena,  opacificar  las  arterias  del  cere- 
bro o del  miocardio  o del  pulmón;  inyectar  una  subs- 
tancia radioactiva  en  la  sangre  para  que  la  fije  un 
órgano  enfermo,  todas  ésas  son  las  premisas  de  un 
diagnóstico  fino,  pero  todas  ellas  implican  riesgo.  Abrir 
un  corazón  para  reparar  sus  daños  y mientras  tanto 
mantener  la  circulación  y la  oxigenación  con  bombas 
artificiales;  purgar  la  sangre  de  los  productos  tóxicos 
retenidos,  gracias  al  empleo  de  un  riñón  artificial 
para  dar  tiempo  a que  el  propio  recupere  sus  funcio- 
nes; reconstruir  un  tronco  arterial  ocluido,  injertán- 
dole un  tubo  plástico,  todo  eso  es  triunfo  de  la  medi- 
cina y de  la  cirugía  obtenido  merced  a la  experimenta- 
ción, hecha  -unas  veces  en  el  laboratorio  y otras  en  el 
hombre. 
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En  este  panorama  del  éxito  no  todo  merece  loas. 
No  todo  ha  sido  hecho  con  el  respeto  debido  al  hom- 
bre ni  se  han  acatado  siempre  las  normas  de  la  ley 
moral.  No  me  refiero  a las  aberraciones,  a los  crímenes 
cometidos  hace  unos  25  años  en  nombre  de  la  ciencia 
y que  sólo  escondían  el  odio  a un  grupo  racial.  Hablo 
de  nuestro  tiempo,  en  que  hemos  presenciado  una 
racha  de  alucinación  colectiva  que  ha  empujado  a 
varios  cirujanos  a cometer  audacias  temerarias.  Opera- 
ciones hechas  a veces  para  deslumbrar  y ganar  notorie- 
dad, sin  tener  ni  la  capacidad  técnica  ni  los  elementos 
necesarios  que  aseguraran  el  éxito;  ejemplos  de  cómo 
la  medicina  puede  ser  ejercida  como  propaganda;  ex- 
periencias hechas  con  espíritu  de  deporte,  para  batir 
un  record;  el  nacionalismo  que  empuja  a veces  la  mano 
del  cirujano  para  dar  fama  a la  nación.  ¿Todo  esto  cabe 
en  la  ética  médica?  Por  supuesto,  no  todos  los  que 
han  practicado  esta  cirugía  son  merecedores  de  re- 
proche. Algunos  han  sido  impecables  y sus  experi- 
mentos han  tenido  el  rigor  científico;  pero  los  otros, 
los  impreparados,  ¡os  oportunistas  ¿podrían  jurar  ante 
el  altar  de  los  dioses,  como  en  los  tiempos  antiguos, 
que  los  guiaba  el  interés  de  su  paciente  y el  amor  de  la 
ciencia?  ¿Que  no  fueron  sacerdotes  que  ofrecían  una 
víctima  ante  el  altar  de  la  fama?  ¿0  quizá  ante  el 
dios  Mercurio? 

Precisamente  porque  la  medicina  puede  hoy  per- 
mitirse audacias  insospechadas,  conviene  meditar  sobre 
esto.  ¿Cuál  es  el  límite  moral  a nuestro  empeño  de 
saber?  Si  es  el  hombre  el  sujeto  de  experimentación, 
¿dónde  debemos  detenernos? 

Nadie  tiene  una  respuesta  categórica  de  valor  uni- 
versal y siempre  será,  en  última  instancia,  la  conciencia 
del  investigador  la  que  decida.  Pero  sí  hay  reglas 
genéricas  que  fijan  una  filosofía  y que  ayudan  al 
médico  a tomar  sus  decisiones. 

El  Código  Internacional  de  Etica  distingue  dos 
situaciones.  Una,  cuando  la  investigación  pretende 
ofrecer  un  beneficio  al  enfermo  y otra,  cuando  es 
de  interés  puramente  científico,  sin  ningún  valor  para 
aquél.  Una  y otra  formas  deben  ajustarse  a las  normas 
éticas  y científicas,  tener  bases  que  justifiquen  la  inves- 
tigación, ser  realizadas  por  personal  calificado  y no  acep- 
tar riesgos  que  no  guarden  debida  proporción  con  el 
objeto  que  se  persigue.  En  todo  caso,  guardar  un 
cabal  respeto  a la  personalidad  del  hombre  en  quien  se 
experimenta. 

Cuando  se  trata  de  una  investigación  que  intenta 
ofrecer  un  beneficio  al  enfermo,  el  médico  debe  gozar 
de  libertad  para  ensayar  nuevas  formas  de  tratamiento, 
las  que  él  estime  razonables  y fundadas,  pero  sin  sacri- 
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ficar  nunca  el  interés  del  enfermo  al  interés  del  experi- 
mento. Si  la  investigación,  al  contrario,  no  persigue 
más  que  el  interés  científico,  todas  las  precauciones 
son  pocas.  No  comprometer  la  vida  ni  la  salud  del 
sujeto,  informarle  de  lo  que  va  a hacerse  y del  riesgo 
que  corre,  obtener  su  consentimiento,  de  preferencia 
por  escrito  y respetar  su  derecho  de  interrumpir  la 
experiencia  cuando  él  lo  desee. 

Estas  son  reglas,  como  se  ve,  bien  fáciles  de  acatar 
en  teoría,  pero  a veces  difíciles  de  aplicar  en  cada  caso 
concreto.  Siempre  flotará  la  duda  sobre  el  interés  del 
experimento  y sobre  la  importancia  de  los  riesgos; 
siempre  será  posible  causar  un  daño.  ¿Qué  hacer 
entonces?  “El  sabio  que  investiga  sólo  admite  dos 
razones  para  rechazar  un  experimento  —decía  Charles 
Nicolle,  el  hombre  que  nos  dotó  del  beneficio  de 
eliminar  el  tifo—  su  crueldad  o su  inutilidad.”  Por- 
que hay,  en  efecto,  investigaciones  pretendidamente 
científicas  que  a nadie  interesan  y que  a nada  serio 
conducen,  que  no  son  sino  pasatiempo  de  curiosos 
o bellas  formas  de  gastar  el  tiempo. 

Fuera  de  las  investigaciones  complejas  o de  largo 
alcance  y limitándonos  al  campo  modesto  de  la  prác- 
tica diaria,  todos  los  médicos,  de  hecho,  realizamos 
investigación  clínica.  Todo  nuevo  procedimiento  de 
examen  al  que  recurrimos  y toda  nueva  droga  que 
ensayamos  son  un  experimento.  Modesto,  pero  de 
todos  modos  experimentado,  con  tal  de  que  sepamos 
conducirlo  para  después  valorar  sus  resultados.  Pero 
que  no  por  modesto  nos  exime  de  las  obligaciones 
morales  del  experimentador,  ni  tampoco  de  sus  res- 
ponsabilidades. 

En  este  aspecto  nadie  de  nosotros  puede  sentirse 
exento  de  culpa.  Unas  veces  porque  el  afán  de  saber, 
haciéndonos  olvidar  el  interés  del  enfermo,  nos  lleva 
a multiplicar  los  exámenes  y a exponerlo  a molestias 
y a riesgos  innecesarios.  Tranquilizamos  nuestra  con- 
ciencia pensando  que  al  ahondar  al  máximo  nuestros 
estudios,  nos  acercamos  al  máximo  a la  verdad  diag- 
nóstica y,  por  tanto,  al  tratamiento  adecuado.  Esto 
es  una  verdad  que  en  principio  no  se  discute.  ¿Pero 
es  ése,  acaso,  el  móvil  que  nos  guía  siempre? 

Otras  veces  nuestra  culpa  depende  de  causas  menos 
nobles:  el  esnobismo  que  nos  impulsa  a ensayar 

drogas  anunciadas  apenas  ayer  en  la  última  revista, 
o nuestro  alarde  de  saber,  que  se  satisface  saturando 
al  enfermo  con  un  coctel  de  medicamentos  que,  com- 
binados, nadie  sabe  el  efecto  que  vayan  a tener. 

Eos  males  iatrogénicos,  los  causados  por  nuestra 
propia  intervención,  son  mayores  de  lo  que  solemos 
admitir.  Unos,  es  cierto,  son  casi  inevitables,  resultado 


Conferencia  Anual  “Dr.  Ramón  M.  Suárez ” J ] 


natural  del  método  que  es  inevitable  emplear;  pero 
otros  muchos  son  perfectamente  evitables.  En  John 
Hopkins  se  ha  estimado  en  20  porciento  el  número 
de  enfermos  que  son  víctimas,  en  pequeño  o en  grande, 
del  tratamiento  médico  por  mal  indicado,  por  mal 
dosificado  o por  mal  controlado.  En  otros  hospitales 
la  cifra  es  aún  mayor  y en  algunos  de  esos  enfermos 
el  daño  causado  contribuyó  a su  muerte. 

Bien  sabemos  que  no  todo  es  culpa  nuestra;  que 
las  drogas,  mientras  más  potentes  y eficaces  son, 
tienen  mayores  inconvenientes  secundarios.  Pero  esto 
no  es  sino  una  razón  para  no  usarlas  sin  pleno  cono- 
cimiento de  su  manejo  y sin  la  debida  vigilancia. 
No  podemos  evitar  que  los  esteroides,  junto  a su 
acción  casi  milagrosa,  produzcan  a veces  serios  tras- 
tornos neurológicos  y aun  psiquiátricos;  que  las  tia- 
zidas  puedan  provocar  la  gota  o exacerbar  la  diabetes; 
que  la  digital,  la  santa  digital,  dé  lugar  a vómitos  y 
arritmias;  que  los  anticoagulantes  expongan  a hemorra- 
gias y que  muchas  drogas  produzcan  anemia  o agranu- 
locitosis.  Pero  todo  eso  no  es  sino  razón  palmaria 
para  exigir  del  médico  que  no  maneje  sino  lo  que  sabe 
manejar,  y que  para  ensayar  algo  nuevo,  antes  se 
documente  bien;  que  no  olvide  nunca  que  en  todo  ex- 
perimento médico  que  realice  no  debe  soslayar  su  deber 
moral  frente  a los  enfermos,  de  ayudarlos,  de  proteger- 
los, de  respetarlos. 

Me  detengo.  El  tema  es  inagotable.  Las  situaciones 
de  conflicto  en  que  el  médico  se  ve  envuelto  como  re- 
sultado del  avance  de  la  medicina,  son  muchas  hoy  día 
y serán  más  en  el  futuro.  De  un  lado  su  moral 
profesional,  eterna,  inconmovible,  y del  otro  sus  de- 
beres ante  la  sociedad,  su  solidaridad  con  el  bien  público 
y su  obligación  de  contribuir  al  avance  de  los  cono- 
cimientos. 

Las  drogas  anticonceptivas,  los  trasplantes  de  ór- 
ganos, la  prolongación  artificial  de  la  vida,  ésas  y 
otras  más  serán  cuestiones  de  preocupación,  a veces 
teñida  de  angustia.  Los  contados  temas  que  he  ex- 
puesto bastan  para  vislumbrar  lo  que  se  nos  espera. 

Si  la  medicina  sigue  el  ritmo  actual  de  su  avance  — 
y lo  tendrá  mayor  en  el  futuro,  seguramente  —sus 
promesas  y sus  riesgos  serán  incalculables.  Llegará 
quizá  el  día  en  que  genetistas  y químicos  cambien 
la  estructura  o la  composición  de  los  genes,  alterando 
así  el  mensaje  de  la  herencia.  Ese  día  se  habrá  realizado 
la  afirmación  de  Jean  Rostand,  de  que  “la  medicina 
nos  ha  hecho  dioses  antes  de  haber  merecido  ser 
hombres.” 

Cuando  eso  suceda,  ¿será  un  poder  demoníaco 
en  nuestras  manos?  ¿Tendremos  la  altura  moral 
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para  asumir  semejante  responsabilidad?  ¿Dónde  en- 
contrar el  “suplemento  de  alma”,  de  que  hablaba 
Bergson,  para  ser  dignos  de  esa  tarea? 

Que  las  generaciones  jóvenes  lo  mediten  y se  pre- 
paren espiritualmente,  porque  ese  porvenir  ya  se  anun- 
cia. Para  guiar  su  conciencia,  sus  ambiciones  y sus  auda- 


cias, que  recuerden  la  enseñanza  de  Platón:  “la  ciencia, 
cuando  se  aparta  de  la  justicia,  debe  ser  llamada  habi- 
lidad, no  sabiduría;  y una  alma  aguerrida  por  el  peli- 
gro, si  es  empujada  por  sus  deseos  propios  y no  por 
el  interés  general,  merece  ser  llamada  audaz,  pero 
no  valerosa”. 


URGENCIAS  PEDIATRICAS 
(Bosquejos  Terapéuticos ) 

DIGITALIZ ACION  EN  PEDIATRIA 


Manuel  É.  Soto  Viera,  MD 
Amalia  Martínez  Picó,  MD 


Reglas  esenciales:  Conozca  bien  una  ó dos  prepara- 
ciones; cuando  deba  digitalizar  aténgase  a las  que 
conoce;  sepa  que  las  dosis  son  terapéuticas;  obtenga 
un  ECG  de  su  paciente  al  iniciar  el  tratamiento. 

I.  PARA  DIGIT ALIZACION  URGENTE:  Deslanosida 

(Desacetil-lanatosida  C) 

Marca  Comercial:  Cedilanida-D  (Sandoz) 
Presentaciones:  Ampolletas  de  2 ó de  4 mis, 

0.2  mgs/ml. 

Vías  de  administración:  I.V.  ó I.M. 

Posología:  Ver  Tabla 

Dosis  total  a no  sobrepasar:  0.07  mgs/Kg.  (0.03 
mgs/lb). 

Repartir  la  dosis  total  en  4 porciones  iguales  y 
darlas  cada  15  minutos  (1/4,  1/4,  1/4  y 1/4), 
o en  3 porciones  a intervalos  de  una  hora  (1/2, 
1/4  y 1/4)  dependiendo  de  la  urgencia  del  caso. 
Recordar  que  la  acción  de  la  deslanosida  se  agota 
en  24-36  horas;  por  tanto,  si  se  desea  mantener  al 
paciente  bajo  su  efecto,  dar  cada  6 horas  la  1/4 
parte  de  la  dosis  total  durante  las  primeras  24-36 
horas.  En  adelante,  si  se  desea  mantener  al  pa- 
ciente digitalizado,  redigitalizar  con  otro  digi- 
tálico. 

II.  PARA  DIGIT  ALIZACION  RAPIDA:  DIGITALIS 
LANATA  (DIGOXINA) 

Marca  Comercial:  Lanoxin  (Burroughs-Wellcome) 
Presentaciones:  ampolletas  de  2 mis,  de  0.01  mgs/ml 
y de  0.25  mgs/ml.,  elíxir,  frascos  de  60  mis.,  0.05 
mgs/ml.,  tabletas  de  0.125  mgs  y de  0.25  mgs. 

Preparado  por  la  Oficina  de  Pediatría  Regional  del  Hos- 
pital Universitario  con  el  asesoramiento  de  la  Sección  de 
Cardiología  Pediátrica  del  Hospital  Universitario. 

Dirija  su  solicitud  de  reimpresos  a: 

Dr.  Manuel  E.  Soto  Viera 
Oficina  de  Pediatría  Regional 
Hospital  Universitario  ■ Centro  Médico  00935 
o a:  Dra.  Amalia  Martínez  Picó 

Sección  de  Cardiología  - Servicio  de  Pediatría 
Hospital  Universitario  - Centro  Médico  00935 


Vías  de  administración:  I.M.  e I.V.  También  puede 
usarse  la  vía  oral,  pero  no  para  digitalización 
rápida. 

Posología:  Ver  Tabla. 

Dosis  total  a no  sobrepasar:  0.07  mgs/Kg.  (0.03 
mgs/lb.),  (0.08  mgs/Kg  = 0.04  mgs/lb.,  si  se 
emplea  por  vía  oral  en  niños  menores  de  2 
años).  Repartir  la  dosis  total  de  digitalización 

en  3 porciones  y darlas  cada  6 ú 8 horas  (1/2, 
1/4  y 1/4). 

La  rapidez  de  acción  de  la  Digoxina  es  inter- 
media entre  la  de  la  Cedilanida  y la  de  la 
Digitoxina.  Igual  puede  decirse  de  su  elimina- 
ción. La  acción  de  la  Digitalis  lanata  se  agota 
en  4-7  días. 

HIPARA  DIGITALIZACION  LENTA:  DIGITALIS 
PURPUREA  (DIGITOXINA). 

Marcas  comerciales:  Crystodigin  (Lilly),  Purodigin 
(Wyeth). 

Presentaciones:  ampolletas  de  1 mi.,  0.2  mgs./ml. 
Tabletas  de  distintos  colores  según  la  concentra- 
ción. He  aquí  las  de  Purodigin: 

- blancas,  0.01  mgs.; 

- rosas,  0.02  mgs.; 

- verdes,  0.03  mgs.; 

- amarillas,  0.04  mgs.; 

- azules,  0.05  mgs. 

Vías  de  administración:  I.M.  ó P.O.  (se  prefiere 
la  vía  oral). 

Posología:  Ver  Tabla. 

Dosis  total  a no  sobrepasar:  0.07  mgs/Kg.  (0.03 
mgs/lb.),  (0.08  mgs/Kg  = .04  mgs/Lb.,  si  se 
emplea  por  vía  oral  en  niños  menores  de  2 
años).  Repartir  la  dosis  en  3 ó 4 porciones, 

y darlas,  si  en  3 porciones  cada  8 horas  (1/3, 
1/3  y 1/3),  o si  en  4 porciones  cada  6 horas 
(1/2,  1/4,  1/8  y 1/8). 

Su  efecto  máximo  se  hace  sentir  a las  6 ú 
8 horas.  Se  elimina  lentamente,  en  2 ó 3 se- 
manas (riesgo  de  acumulación). 
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TABLA:  POSOLOGIA  PEDIATRICA  DE  LOS  DIGITALICOS 


DROGA  Y SU  VIA  DE  DOSIS  TOTAL  DE  DIGITALIZACION  DOSIS  DE  SOSTEN 

ADMINISTRACION  MgsjLb.  Mgs./Kg. 


CEDILANIDA-D  (I.V.  ó I.M.) 
Niños  menores  de  2 años 

Niños  mayores  de  2 años 

0.02-0.03  mgs. 

0.01-0.02  mgs. 

0.04-0.06  mgs. 

0.02-0.04  mgs. 

No  se  emplea 

DIGOXINA  (I.V.  ó LM.) 

Niños  menores  de  2 años 

Niños  mayores  de  2 años 

Misma  que  Cedilanid 

Misma  que  Cedilanid 

Misma  que  Cedilanid 

Misma  que  Cedilanid 

1/10  b.i.d. 

DIGOXINA  per  os 

Niños  menores  de  2 años 

Niños  mayores  de  2 años 

0.03-0.04  mgs. 

0.02-0.03  mgs. 

0.06-0.08  mgs. 

0.04-0.06  mgs. 

1/10  ó 1/5  b.i.d. 

DIGITOXINA 

Niños  menores  de  2 años 

Niños  mayores  de  2 años 

Misma  que  Cedilanid 

Misma  que  Cedilanid 

Misma  que  Cedilanid 

Misma  que  Cedilanid 

1/10  ó 1/5  diaria 

Por  lo  que  antecede  es  obvio  que,  para  digitalizar  a un  bebé,  infante  o niño,  hay  que  pesarlo  previamente. 


Advertencia:  en  el  bebé  menor  de  1 mes,  y particularmente  en  los  prematuros,  la  Digitalis  lanata  ( Digoxina ) puede  ser  muy  tóxica; 
se  le  digitalizará  con  una  dosis  de  0.03  mgs/Kg.  (0.015  mgs/Lb.)  por  vía  parenteral. 


IV.  INTOXICACION  POR  DIGITALICOS 

El  margen  de  seguridad  con  los  digitálicos  es  muy 
tenue.  De  ahí  que  siempre  se  deba  empezar  por 
la  dosis  más  pequeña  que  corresponde  al  paciente, 
vigilarle  durante  la  digitalización  y detener  ésta 
cuando  se  haya  cumplido  su  propósito  aunque 
el  niño  no  haya  recibido  enteramente  la  dosis 
total  calculada.  La  reacción  clínica  del  paciente 
es  el  mejor  indicio  terapéutico. 

Principales  signos  clínicos  de  intoxicación:  anorexia, 
náusea,  vómitos,  diarrea. 

Otros:  arritmias,  neuralgias  y parestesias,  trastornos 
visuales,  confusión  mental. 

Principales  signos  electrocardiográficos: 

A.  De  acción  digitálica  (preceden  a los  de  in- 
toxicación): alargamiento  de  PR,  inversión 

o aplanamiento  de  ST,  y de  T en  las  deri- 
vaciones con  R altas,  acortamiento  de  QT, 
tendencia  a bradicardia. 

B.  De  intoxicación:  inversión  o aplanamiento 


de  ST  y de  T en  otras  derivaciones,  extra- 
sístoles y arritmias  de  cualquier  índole,  blo- 
queos. Además,  puede  aparecer  taquicardia 
con  el  consiguiente  peligro  de  que  se  inter- 
prete mal  (como  indicio  de  descompensación 
y de  mayor  necesidad  de  digitálicos). 
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CASE  REPORTS 


INTERESTING  CANCER  CASES 


The  diagnosis  of  cancer  is  usually  depressing  for 
both  the  patient  and  the  physician.  For  the 
former  it  frequently  means  that  his  days  are  counted; 
for  the  latter,  a losing  battle  against  a disease.  It 
should  not  be  so.  To  be  sure,  Cancer  is  the  second 
most  common  cause  of  death  and  its  incidence  is 
increasing  due  to  an  increase  in  longevity  - thus 
allowing  more  time  for  its  development;  to  better 
diagnosis;  to  control  of  other  diseases  - primarily 
the  bacterial  ones;  and  to  a true  rise  in  its  frequency. 
It  has  been  grossly  estimated  that  with  the  available 
means  of  treatment  and  with  early  diagnosis,  fifty 
percent  of  the  cases  should  be  “cured”. 

Unfortunately,  the  cure  rate  today  is  no  better 
than  about  twenty-five  percent.  The  primary  reason 
for  this  discrepancy  is  delayed  diagnosis  either  because 
the  physician  misses  it  or  the  patient  fails  to  seek 
help  in  time.  The  former  situation  can  be  improved 
by  more  emphasis  on  this  aspect  of  the  medical  edu- 
cation of  physicians  and  a greater  awareness  on  our 
part  of  this  possibility.  The  latter  situation  can  also 
be  improved  by  better  education  of  the  lay  public, 
by  insistence  on  periodic  examinations,  and  by  more 
optimism  on  our  part  so  that  patients  will  not  fear 
this  diagnosis,  thus  delaying  a much  needed  evaluation. 
If  we  could  perfuse  more  optimism  and  less  pessi- 
mism into  our  patients  and  their  friends  and  relatives, 
perhaps  we  could  diagnose  those  with  potential  neo- 
plasms earlier  and,  therefore,  improve  our  cure  rate. 
The  other  aspect  is  that  once  the  diagnosis  is  made 
the  patient  must  be  treated  forcefully  and  correctly. 
Such  therapy  will  often  result  in  unexpected  good  re- 
sults in  far  advanced  cases.  The  following  cases  illus- 
trate just  this  point  and  should  be  a source  of  encour- 
agement to  all  of  us.  They  teach  several  important 
lessons  that  we  would  do  well  to  learn. 


From  the  Department  of  Medicine  - I.  González  Martínez 
Oncologic  Hospital. 

Presented  at  the  Annual  Meeting  of  the  Puerto  Rico 
Medical  Association  - November  1967. 
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Case  Reports 

Case  D 

C R V is  a 60-year  old  farmer  who  was  well  until  February 
of  1961  when  he  developed  pain  in  his  left  hip.  It  was  not 
until  May  1961  that  he  seeked  help.  Studies  revealed  multiple 
osteolytic  lesions  throughout  the  body  due  to  an  unclassifeed 
small  cell  carcinoma.  Since  his  primary  problem  was  pain 
in  the  left  hip,  he  was  given  palliative  radiotherapy  to  this 
area.  He  then  came  to  Puerto  Rico.  Our  examination 
confirmed  the  presence  of  multiple  osteolytic  lesions  and 
revealed  several  apparently  new  lesions  in  the  scalp.  A repeat 
biopsy  confirmed  the  diagnosis  of  an  unclassified  carcinoma. 
From  August  to  November  1961  he  received  three  courses 
of  Nitrogen  Mustard  therapy  and  in  January  of  1962  he  was 
treated  with  radiotherapy  to  the  left  humerus.  He  improved 
over  the  next  four  years.  The  osteolytic  lesions  gradually 
recalcified  and  he  was  able  to  work  full  time.  In  July  1966, 
he  developed  abnormal  cervical  lymphadenopathy.  A biopsy 
disclosed  a nodular  lymphoma,  lymphoblastic  type.  He  was 
treated  with  radiotherapy  to  the  cervical  and  axillary  areas 
with  excellent  results.  At  present  he  is  being  treated  with 
chemotherapeutic  agents  with  excellent  results  to  date. 

Comment:  This  case  illustrates  the  need  for  persistent 

therapy  although  the  disease  may  appear  far  advanced.  Sur- 
prising results  are  sometimes  obtained.  In  addition,  it  illus- 
trates the  need  for  careful  and  regular  observation  in  order 
that  new  manifestations  may  be  discovered  and  treated  early. 
It  also  shows  that  diffuse  disease  is  not  necessarily  disabling 
or  hopeless.  This  man  has  continued  to  function  well  in  spite 
of  diffuse  disease  because  of  aggressive  therapy. 

Case  2: 

G F is  a 62-vear  old  accountant  who  was  well  until 
1961  when  he  developed  pain  in  his  throat  and  left 
ear.  Examination  in  July  1961  revealed  a large  grade  II 
well  differentiated  epidermoid  carcinoma  of  the  left  tonsil- 
lar area  invading  the  soft  palate,  nasopharyngeal  wall,  superior 
portion  of  the  left  pyriform  sinus  and  the  opening  of  the  left 
Eustachian  tube.  There  was  also  an  enlarged  2.5  cm.  left 
cervical  lymph  node  near  the  angle  of  the  jaw.  In  August 
and  September  1961  he  was  treated  with  Cobalt  teletherapy 
receiving  a total  tumor  dose  of  6400  r in  59  days.  Following 
this,  he  underwent  a radical  resection  of  the  tumor  and  the 
left  side  of  the  neck.  Persistent  disease  was  present  in  the 
specimen  as  well  as  in  6 of  34  lymph  nodes  resected.  There- 
after, however,  he  did  well  for  four  years  until  May  1965 
when  he  developed  rapid  atrial  fibrillation,  congestive  heart 
failure  and  a left  pleural  effusion.  He  was  treated  with  digitalis 
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and  diuretics  with  improvement.  A left  thoracentesis  was  done 
and  the  fluid  removed  was  positive  for  malignant  cells  compa- 
tible with  a metastatic  epidermoid  carcinoma.  He  was  then 
treated  with  intra-pleural  injections  of  Thiotepa  successfully. 
Subsequently,  he  had  three  episodes  of  thrombophlebitis  in- 
volving the  left  upper  and  lower  extremities  from  which  he 
recovered  uneventfully.  Over  the  next  3 1/2  years  he  remained 
asymptomatic  and  worked  full  time.  In  December  1968  a new 
asymptomatic  lesion  was  discovered  in  the  hypopharynx  and 
he  was  again  successfully  treated  with  Cobalt  teletherapy. 
He  is  presently  being  observed  very  closely. 

Comment:  This  case  also  illustrates  the  need  for  aggresive 
therapy  even  though  the  disease  appears  far  advanced.  In 
addition,  it  shows  that  when  other  conditions  are  present, 
one  should  not  be  satisfied  with  what  seems  obvious,  but 
should  search  for  other  possibilities  as  well.  It  would  have 
been  easy  to  assume  that  the  left  pleural  effusion  was  the 
result  of  the  obvious  congestive  heart  failure  whereas  it  was 
really  due  to  metastatic  disease.  The  possibility  that  this 
patient  may  have  metastatic  disease  to  the  heart  has  not 
been  ruled  out  although  it  is  unlikely  in  view  of  his  ex- 
cellent response  to  digitalis  therapy  with  resumption  of  nor- 
mal sinus  rhythm  and  the  failure  to  develop  progressive 
electrocardiographic  changes.  In  any  case,  he  is  doing  well 
eight  years  after  radical  therapy  for  far  advanced  disease  and 
four  years  after  therapy  of  a distant  metastatic  manifestation. 
The  new  lesion  is  presently  under  observation  after  the  recent 
therapy. 

Case  3:  * 

B F D was  a 51-year  old  nurse  who  first  noted  a mass 
in  her  right  breast  in  December  1949.  It  was  not  until 
September  1950  that  she  seeked  medical  help.  A biopsy 
revealed  an  infiltrating  duct  cell  carcinoma.  A right  radical 
mastectomy  was  done  and  there  was  one  axillary  lymph  node 
with  metastatic  involvement.  Following  surgery  she  received 
radiotherapy  to  the  mediastinal,  axillary  and  right  supra- 
clavicular areas  and  to  the  ovaries.  In  January  1951  testos- 
terone therapy  was  started  and  in  August  1952  radiotherapy 
was  added,  directed  to  the  left  axilla,  because  of  some  en- 
larging lymph  nodes.  From  1952  to  1960  she  lived  elsewhere. 
She  was  seen  briefly  in  1960  and  in  1965  and  appeared  to  be 
well.  Seventeen  years  after  her  surgery  she  returned  with  mul- 
tiple bone  metastases.  At  that  time  she  stated  that  she  had 
received  cobalt  teletherapy  and  prednisone  therapy  elsewhere 
for  bone  metastases.  Because  of  a pathological  fracture  of  the 
left  femoral  neck,  she  was  given  Cesium  137  therapy  plus 
cytoxan  therapy  with  good  results.  She  was  continued  on 
prednisone  therapy  because  of  her  disseminated  disease  with 
good  results  until  November  1968  when  die  developed  massive 
lymphangitic  spread  to  her  lungs.  At  this  point  she  rapidly  lost 
ground  and  died  of  her  disease. 

Comment:  This  case  shows  how  long  a patient  can  live 
in  spite  of  the  presence  of  a tumor.  She  finally  succumbed 
to  her  disease  but  for  19  years  she  led  a productive  active 
life  with  her  family,  helped  by  the  aggressive  therapy  that  she 
received. 


* This  case  is  presented  through  the  courtesy  of  Dr. 
Freddy  Vélez  Herrera. 


Case  4: 

E F S is  a 26-year  old  housewife  who  was  well  until 
November  1961  when  she  developed  vaginal  bleeding,  low 
abdominal  pain  and  dysuria  twenty  days  after  an  uneventful 
pregnancy  and  a normal  delivery.  A cervical  dilatation  and 
curettage  was  done  and  the  diagnosis  of  choriocarcinoma 
established.  In  January  1962  a total  abdominal  hysterectomy 
and  bilateral  salpingo-oophorectomy  were  done  and,  at  the 
time  of  surgery,  multiple  peritoneal  implants  and  pulmonary 
metastases  were  noted.  She  was  then  referred  to  our  hospital. 
Three  oral  courses  of  methotrexate  therapy  were  given  at 
intervals  of  one  month  for  a total  dose  of  145  mgs,  in 
spite  of  moderately  severe  side  effects.  During  this  time 
the  pulmonary  lesions  grew.  One  month  later  symptoms 
had  subsided  and  two  months  later  all  pulmonary  metas- 
tases were  gone.  Thereafter,  she  has  remained  asympto- 
matic and  well. 

Case  5: 

F R M is  a 40-year  old  woman  who  was  well  until  1962  when 
she  had  an  incomplete  abortion  which  required  a cervical 
dilatation  and  curettage.  Shortly  thereafter,  she  noted  ameno- 
rrhea as  well  as  an  intermittent  vaginal  discharge  which  was 
sanguinolent  at  times.  In  April  1965  she  developed  an  acute 
urinary  infection.  An  obstructive  uropathy  was  found  due  to 
a large  pelvic  mass  which  compressed  the  left  ureter.  An  ex- 
ploratory laparotomy  was  done  on  3 May  1965  and  it  revealed 
a large  fluctuant  vascular  mass  involving  primarily  the  uterus 
and  the  broad  ligament  on  the  left  but  also  the  whole  left 
pelvic  area  and  occluding  the  left  ureter.  The  left  ureter  was 
implanted  into  the  sigmoid.  Biopsy  of  the  mass  revealed  a 
choriocarcinoma.  At  that  time,  the  chest  x-ray  was  reported 
as  negative.  One  week  later  she  was  referred  to  us.  Between 
11  May  1965  and  3 February  1966  she  was  hospitalized  five 

times  for  a total  of  175  days.  She  received  three  courses  of 
methotrexate  therapy-  the  first  one  orally  and  the  next  two 
intramuscularly-  for  a total  dose  of  275  mgs.  She  developed 
severe  stomatitis,  leukopenia  and  diarrhea,  but  recovered  each 
time  with  appropriate  supportive  therapy.  Then,  because 
of  increasing  pulmonary  metastases  and  chorionic  gonado- 
tropin titers,  she  was  started  on  increasing  doses  of  “Velban” 
(Vincoleukoblastin)  at  weekly  intervals.  Still,  the  clinical 
picture  failed  to  improve.  During  the  fourth  hospitalization 
in  November  1965,  prompted  by  new  metastases  to  the  vaginal 
wall,  she  was  re-started  on  methotrexate  orally  and  given  Ac- 
tinomycin  D intravenously.  She  became  ill  after  each  Actinomy- 
cin  D injection  but  therapy  was  continued  and  the  pulmonary 
lesions  gradually  began  to  regress.  She  was  given  two  courses 
of  this  combined  therapy  one  month  apart.  At  the  end  of 
the  second  course  the  urinary  chorionic  gonadotropin  titers 
were  reported  as  negative;  the  pelvic  examination  was  normal 
and  the  chest  x-ray  was  almost  clear  of  the  metastatic  lesions. 
For  assurance  she  was  given  another  five-day  course  of  metho- 
trexate therapy  orally  totalling  25  mgs.  By  October  1966,  the 
chest  x-ray  was  completely  normal.  Since  then,  repeated 
chest  x-rays,  pelvic  examinations  and  urinary  gonadotropin 
titers  have  been  normal.  She  was  last  seen  on  10  March  1969 
doing  well  and  working  full  time. 

Comment:  These  two  cases  show  what  can  be  accom- 

plished with  aggressive  chemotherapy  in  chosen  tumors.  Cho- 
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riocarcinomas  respond  well  to  methotrexate  but  combined 
therapy  is  sometimes  necessary  and  therapy  should  be  per- 
sistent and  aggressive.  Both  these  cases  had  initial  severe 
side  effects  secondary  to  the  therapy  and  it  would  have 
been  easy  to  have  stopped  treatment  and  just  given  them 
supportive  care.  This  is  precisely  what  should  not  be  done. 
Surprises  are  frequent  if  we  persevere  as  shown  by  the  last 
case.  She  required  three  different  drugs  to  respond  and 
she  required  aggressive  therapy  in  the  face  of  severe  side 
reactions  as  well  as  prolonged  and  repeated  hospitalizations. 
The  result  obtained  certainly  justified  everything  that  was 
done. 

Case  6: 

A M 0 is  a 39-year  old  housewife  who  was  well  until 
1958  when  she  noted  some  hirsutism,  amenorrhea,  weight 
loss  and  right  upper  quadrant  abdominal  pains.  In  May  of 
that  year  she  developed  acute  abdominal  pain  and  an  explora- 
tory laparotomy  was  done  with  the  presumptive  diagnosis 
of  acute  cholecystitis.  Instead,  a 14  x 16  cm.  well  encapsula- 
ted right  adrenal  gland  mass  was  found  and  excised.  The 
histological  diagnosis  was  adenocarcinoma  of  the  right  adrenal 
gland.  During  the  next  18  months  she  was  asymptomatic 
and  gained  45  pounds.  In  February  1960  anemia  developed 
and  the  amenorrhea  reappeared.  Two  months  later  there 
was  marked  anemia,  weight  loss,  anorexia,  nausea,  vomiting 
and  asthenia.  Blood  transfusions  had  to  be  given.  A 4 x 10 
cm.  mass  was  felt  in  the  right  upper  quadrant  of  the  abdomen. 
X-rays  of  the  upper  gastrointestinal  tract  revealed  a large  mass 
invading  the  duodenum.  In  May  1960  an  exploratory  laparo- 
tomy was  done  and  a 10  x 12  cm.  unresectable  mass  was  found 
invading  the  duodenum  and  both  lobes  and  hilum  of  the  liver. 
A biopsy  showed  a recurrent  highly  anaplastic  adenocarcinoma 
of  the  right  adrenal  cortex.  Because  of  persistent  gastrointes- 
tinal bleeding  palliative  cobalt  teletherapy  to  the  abdomen 
was  undertaken  and  she  received  3800  r in  63  days.  By  this 
time  there  were  two  large  abdominal  masses  measuring  14  x 
12  cms.  and  14  x 20  cm.  respectively.  Two  months  later  a 
solitary  pulmonary  metastasis  appeared  in  the  right  lower  lobe. 
Supportive  therapy  was  given.  She  was  then  sent  home  with  a 
very  poor  prognosis.  Four  months  later,  in  January  1961,  she 
returned  much  improved  clinically  and  had  gained  25  pounds. 
Re-examination  revealed  that  the  abdominal  masses  had  disap- 
peared but  the  pulmonary  metastasis  was  larger.  Within  six 
months  the  pulmonary  lesion  also  disappeared.  Repeated  x-rays 
of  the  upper  gastrointestinal  tract  were  negative.  Since  then 
she  has  remained  asymptomatic  without  any  clinical  evidence 
of  tumor  anywhere.  She  was  last  seen  in  January  1969  clinically 
cured. 


Comment:  This  is,  indeed,  a remarkable  case.  Apparently 
she  represents  a case  of  spontaneous  regression  for  the  radio- 
therapy given  was  not  a curative  dose  nor  did  it  cover  the  whole 
tumor  mass.  One  might  speculate  that  this  dose  of  radiation 
did  something  that  triggered  the  tumor  regression.  Although 
such  spontaneous  remissions  are  uncommon,  they  do  present 
a pathway  of  hope  and  it  is  for  this  reason  that  we  should 
not  abandon  the  so-called  far  advanced  terminal  cases  but, 
rather,  we  should  continue  to  give  them  supportive  care  and 
try  the  various  methods  of  therapy  available  for  it  is  impossible 
to  foretell  the  response  of  any  given  patient.  Above  all, 
we  should  always  be  optimistic  with  the  patient.  At  present 
this  patient  is  being  studied  for  antitumor  activity  in  her  serum. 

Summary 

Several  interesting  advanced  cancer  cases  illustrating 
various  points  have  been  presented.  The  first  three 
cases  show  what  can  be  done  with  aggressive  therapy 
and  careful  observation.  New  manifestations  of  the 
tumor  must  be  treated  promptly  and  effectively.  Two 
of  these  three  patients  obviously  still  have  cancer-  yet 
they  are  living  active  productive  lives.  The  third  pa- 
tient was  able  to  function  well  for  19  years  in  spite 
of  her  tumor. 

The  next  two  cases  are  typical  of  a type  of  tumor 
that  can  be  cured  with  chemotherapy.  Both  had 
far  advanced  local  and  distant  disease.  Both  were 
treated  aggressively  and  persistently  in  spite  of  mo- 
derately severe  side  reactions  to  the  drugs  used.  It 
would  have  been  easy  to  abandon  therapy.  Instead, 
it  was  pursued  with  excellent  results. 

The  sixth  case  teaches  us  never  to  give  up  hope 
for  no  one  knows  which  case  may  spontaneously 
regress.  Supportive  care  must  be  continued  and  an 
optimistic  outlook  must  be  maintained. 

Finally,  let  me  urge  you  again  to 

1.  be  aware  of  the  possibility  of  cancer  so  that 
you  may  diagnose  the  cases  early; 

2.  treat  these  cases  aggressively  and  correctly; 

3.  provide  supportive  care  and  relieve  pain; 

4.  always  be  optimistic;  and 

5.  never  lose  hope. 


PATTERNS  OF  POISONING  IN 
PUERTO  RICO 


Sidney  Kaye,  MSc,  PhD 


P oisoning  as  a cause  of  death  either  accidental 
JL  or  suicidal  has  become  a problem  of  great  im- 
portance in  our  modem  society.  The  large  number 
of  new  drugs  and  chemical  compounds  and  the  easy 
availability  into  almost  all  of  our  homes  lias  ap- 
parently revived  the  importance  of  poisoning  as  a 
cause  of  death.  The  increased  use  of  narcotics  among 
the  youths  in  their  rebellious  attitude  toward  society 
standards  has  also  brought  an  increase  in  deaths  due  to 
overdosage  of  these  drugs. 

The  cause  and  manner  of  death  seems  to  vary  with 
geographic  area,  either  due  to  poisons  more  easily 
available  in  a specific  region  and/or  the  patterns  of 
culture  of  the  communities.  in  the  United  States 
it  is  known  that  aspirin  among  children  is  a very 
frequent  cause  of  poisoning  and  resulting  in  quite 
a number  of  deaths  in  this  age  group.  Phenothiazines 
and  barbiturate  deaths  are  of  frequent  occurrence 
in  the  United  States  and  Europe  among  the  adult 
population.  In  Virginia  (1)  and  in  South  Carolina  (2) 
ethyl  alcohol  is  by  far  the  most  frequent  lethal  agent 
as  a cause  of  acute  poisoning  and  death  among  the 
adult  population. 

in  Puerto  Rico  twenty  five  years  ago  strychnine 
and  phosphorus  poisonings  were  very  common. 

It  is  considered  of  interest  to  review  the  cases  of 
fatal  poisonings  studied  in  the  institute  of  Legal 
Medicine  during  the  calendar  year  1968.  These  were 
analyzed  as  to  age,  cause  and  manner  of  death  in  an 
attempt  to  get  a clearer  picture  of  the  problems  of 
poisonmg  in  the  Island. 

Fatal  poisonings  during  the  last  5 years  has  been 
on  the  increase.  Organic  phosphate  esters,  especially 
Parathion  is  the  principal  offender,  followed  by  mor- 
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phine*-  derivatives  and  barbiturates.  See  Table  I. 

A more  detailed  review  for  the  calendar  year  1968 
reveals  poisonings  as  a cause  of  death  in  84  of  the 
1932  autopsies  performed  at  the  Institute  of  Legal 
Medicine.  Parathion  and  related  compounds  continues 
to  be  in  first  place,  being  the  cause  of  death  in  (1/3) 
one  third  of  these  fatalities;  morphine*  and  its  deriva- 
tives follows  and  barbiturates  are  third  in  frequency. 
Tables  II  and  III  present  the  distribution  as  to  age, 
sex,  manner  of  death  and  agent  used. 

Suicidal  deaths  outnumber  the  accidental  ones  3 to 
1.  A large  number  of  cases  (35)  are  listed  as  indeter- 
minate as  to  manner  of  death  because  it  could  not  be 
stated  with  certainty  to  which  category  they  belong. 

There  were  no  suicidal  deaths  found  under  the  ages 
of  sixteen  (16)  years;  in  the  age  group  16  to  20  years 
there  were  more  females  than  males  but  between  the 
ages  20  to  50  years  males  by  far  outnumbered  the 
females. 

Parathion  was  the  agent  most  commonly  used  by 
males,  and  barbiturates  by  females  as  the  means  to 
commit  suicide. 

Morphine*  and  its  derivatives  as  a cause  of  death 
was  found  almost  exclusively  in  males  between  the 
ages  of  16  to  30  years  old. 

Strychnine  and  phosphorus  are  still  used  in  Puerto 
Rico,  even  though  it  presents  such  a horrible  death. 

Psychopharmacoiogic  drugs  are  on  the  increase  in 
the  Island  as  suicidal  agents. 

Ethyl  alcohol  as  the  cause  of  acute  fatal  poisoning 
in  Puerto  Rico  is  fourth  on  the  list  with  only  7 out 
of  the  84  fatalities  studied. 

Summary 

Poisonings  as  a cause  of  death  in  Puerto  Rico  has 
been  steadily  increasing  during  the  last  five  years. 
Fatal  poisoning  gases  studied  during  the  calendar  year 

* - Heroin  metabolizes  into  Morphine  in  humans;  it  is  Mor- 
phine that  is  found. 
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TABLE  I:  FATAL  POISONINGS  DETERMINED  AT  INSTITUTE  LEGAL  MEDICINE 


Poison 

1968 

1967 

1966 

1965 

1964 

Parathion  or  derivatives 

27 

19 

30 

31 

24 

Morphine  or  derivatives 

18 

15 

7 

9 

4 

Barbiturates  or  derivatives 

12 

3 

3 

3 

2 

Ethanol 

7 

7 

8 

4 

4 

Phenothiazines 

6 

1 

- 

3 

2 

Carbon  Monoxide 

2 

1 

3 

1 

8 

Meprobamate 

2 

- 

1 

- 

1 

Strychnine 

2 

3 

4 

6 

2 

Inorganic  Phosphorus 

1 

2 

5 

- 

4 

Petroleum  distill. 

1 

- 

2 

3 

- 

Pine  Oil 

i 

- 

1 

- 

- 

Librium 

1 

1 

1 

- 

1 

Doriden 

I 

3 

- 

- 

~ 

Carbon  Tetracloryde 

1 

- 

- 

- 

- 

Toxic  Compound 

1 

- 

- 

- 

- 

Real  Kill 

1 

- 

- 

- 

- 

Arsenic 

0 

1 

1 

- 

3 

Mephenesin 

0 

- 

1 

- 

1 

Methanol 

0 

1 

1 

- 

- 

NaOH 

0 

- 

1 

- 

- 

Propane  Gas 

0 

- 

- 

1 

- 

Colchicine 

0 

- 

- 

1 

- 

HC1 

9 

1 

- 

1 

- 

Lead 

0 

- 

- 

2 

.. 

Salicylates 

0 

- 

- 

1 

- 

Tofranil 

0 

1 

- 

- 

- 

Digitalis 

0 

1 

-- 

- 

- 

Total  Poisons 

84 

60 

69 

66 

56 

Total  Deaths  in  P.  R. 

15,721 

16,585 

17,509 

17,719 

18,471 

Autopsies  at  LL.M. 

1,932 

i,847 

2,106 

1,866 

1,964 

TABLE  II:  DISTRIBUTION  OF  ALL  POISONING  STUDIED  AT  THE  INSTITUTE  OF 
LEGAL  MEDICINE,  DIVISION  OF  TOXICOLOGY,  DURING  THE  YEAR  BY 
AGES  GROUPS  AND  MANNER  OF  DEATH 1968 


Ages  Groups 

Total 

TOTAL 

Males 

Females 

MANNER 

SUICIDE 

Total  M F 

OF 

ACCIDENTAL 
Total  M F 

DEATH 

INDETERMINATE 

Total  M F 

Total 

84 

59 

25 

37 

22 

15 

12 

9 3 

35 

28 

7 

0-5 

5 

4 

1 

3 

2 1 

2 

2 

6-10 

1 

1 

1 

1 

11-15 

2 

1 

1 

1 

1 

1 

1 

16-20 

13 

8 

5 

6 

1 

5 

2 

2 

5 

5 

21  - 30 

20 

16 

4 

6 

4 

2 

1 

1 

13 

11 

2 

31-40 

17 

13 

4 

9 

6 

3 

8 

7 

1 

41  - 50 

15 

13 

2 

8 

7 

1 

3 

3 

4 

3 

1 

51-60 

7 

3 

4 

6 

3 

3 

1 

1 

61-70 

3 

1 

2 

2 

1 

1 

1 

1 

71  + 

20 


Volumen  62 

Ni tm.  I 


Sidney  Kaye,  MSc,  PhD 


TABLE  III:  DISTRIBUTION  OF  ALL  POISONING  STUDIED  AT  THE  INSTITUTE  OF 
LEGAL  MEDICINE  DURING  THE  YEAR,  BY  CAUSE  OF  DEATH  AND  MANNER 

OF  DEATH 1968 


Cause  of  Death 

Total 

TOTAL 

Males 

Females 

SUICIDE 
Total  M 

F 

ACCIDENTAL 
Total  M 

F 

INDETERMINATE 
Total  M F 

Total 

84 

59 

25 

37 

22 

15 

12 

9 

3 

35 

28 

7 

Parathion  or 

Derivatives 

27 

18 

9 

13 

8 

5 

5 

4 

1 

9 

6 

3 

Morphine  or 

Derivatives 

18 

17 

1 

2 

2 

16 

15 

1 

Barbiturate  or 

Derivatives 

11 

5 

6 

10 

4 

6 

1 

1 

Ethanol 

7 

5 

2 

4 

3 

1 

3 

2 

1 

Psychopharma- 

cologic 

4 

2 

2 

4 

2 

2 

Phenothiazine 

2 

2 

2 

2 

Carbon  Mo- 

noxide 

2 

1 

1 

1 

1 

1 

1 

Meprobamate 

2 

1 

1 

1 

1 

1 

1 

Strychnine 

2 

1 

1 

2 

1 

1 

Doriden 

2 

2 

2 

2 

Others 

7 

5 

2 

4 

3 

1 

3 

2 

1 

1968  at  the  Institute  of  Legal  Medicine  of  the  School 
of  Medicine  were  reviewed  and  analyzed. 

Suicides  rather  than  accidents  appears  to  be  the 
more  common  manner  of  death.  Organic  phosphate 
esters  especially  Parathion,  morphine  and  its  derivative 
and  the  barbiturates  were  the  agents  most  frequently 
used.  More  than  1/3  of  the  total  84  deaths  were  caused 
by  Parathion  derivatives. 

Age  group  of  suicidal  occurrences  varies  with  sex. 
Females  being  found  to  be  more  frequent  between 
the  ages  of  16  to  20  years.  While  the  males  were  far 
most  frequent  between  the  ages  of  20  to  60  years. 

There  were  more  suicidal  and  accidental  deaths 
among  the  male  population. 

Accidental  poisoning  deaths  did  not  reveal  any 
specific  age  group  distribution;  again  Parathion  deriva- 
tives, and  morphine  and  related  compounds  were  the 
principal  lethal  agents  encountered;  ethanol  as  a cause 
of  accidental  poisoning  was  found  to  be  in  third 
place. 

Large  numbers  of  cases  could  not  be  definitely 
established  as  suicidal,  accidental  or  otherwise  and  so 
were  classified  as  indeterminate. 

Resumen 

Los  tóxicos  como  causa  de  muerte  en  Puerto  Rico 


ha  ido  en  aumento  durante  los  últimos  cinco  años. 
Los  casos  de  toxicidad  mortal  durante  el  año  de  1968 
fueron  analizados  y revisados  en  el  Instituto  de  Medicina 
Legal. 

Los  suicidios,  en  lugar  de  los  accidentes,  parecen  ser 
la  manera  más  frecuente  de  muerte. 

Los  agentes  más  comunmente  usados  fueron:  fosfora- 
dos orgánicos,  tipo  Paration;  Morfina  y derivados  y los 
barbitúricos.  De  84  muertes,  más  de  1/3  fueron 
causadas  por  Paration  o derivados. 

En  los  suicidios,  la  edad  varía  de  acuerdo  al  sexo. 
En  las  mujeres  es  más  frecuente  entre  las  edades  de 
16  a 20  años,  mientras  que  en  los  hombres  la  edad 
de  los  20  años  a los  60  años  es  la  más  común. 

Muchos  más  suicidios  y muertes  accidentales  entre 
la  población  masculina. 

Las  muertes  por  envenenamiento  accidental  no  re- 
vela ninguna  edad  en  particular,  ni  grupo  en  específico. 

Nuevamente  los  fosforados  orgánicos,  la  morfina 
y compuestos  similares  fueron  los  principales  agentes 
letales  encontrados. 

El  etanol  como  causa  accidental  de  intoxicación 
ocupa  un  tercer  lugar. 

Numerosos  casos  cuya  causa  de  muerte  no  fue  po- 
sible determinar  entre  suicidio,  accidente,  etc.,  fueron 
clasificados  como  indeterminados. 
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TABLE  IV:  DISTRIBUTION  OF  ALL  POISONING  STUDIED  AT  THE  INSTITUTE  OF 
LEGAL  MEDICINE  DURING  THE  YEAR,  BY  CAUSE  OF  DEATH,  AGE  GROUPS 

AND  SEX 1968 


Cause  of  Death  and  Sex 

Total 

0-5 

6-10 

11-15 

16-20 

21-30 

31-40 

41-50 

51-60 

61-70 

71-  + 

Both  Sexes:  Total 

84 

5 

1 

2 

13 

20 

17 

15 

7 

3 

1 

Parathion  or  Derivatives 

27 

5 

2 

2 

2 

6 

8 

2 

Morphine  or  Derivatives 

18 

6 

10 

2 

Barbiturate  or  Derivatives 

11 

2 

1 

6 

1 

1 

Ethanol 

7 

3 

3 

1 

Psychopharmacologic 

4 

2 

2 

Phenothiazine 

2 

1 

1 

Carbon  Monoxide 

2 

1 

1 

Meprobamate 

2 

1 

1 

Strychnine 

2 

2 

Doriden 

2 

1 

1 

Others 

7 

2 

1 

1 

2 

1 

Males  - Sub-Total 

59 

4 

1 

8 

16 

13 

13 

3 

1 

Parathion  or  Derivatives 

18 

4 

1 

1 

1 

5 

6 

Morphine  or  Derivatives 

17 

6 

9 

2 

Barbiturate  or  Derivatives 

5 

4 

1 

Ethanol 

5 

2 

3 

Psychopharmacologic 

2 

2 

Phenothiazine 

2 

1 

1 

Carbon  Monoxide 

1 

1 

Meprobamate 

1 

1 

Strychnine 

1 

1 

Doriden 

2 

1 

1 

Others 

5 

1 

1 

1 

2 

Females  - Sub-Total 

25 

1 

1 

1 

5 

4 

4 

2 

4 

2 

1 

Parathion  or  Derivatives 

9 

1 

1 

1 

1 

1 

2 

2 

Morphine  or  Derivatives 

1 

1 

Barbiturates  or  Derivatives 

6 

2 

1 

2 

1 

Ethanol 

2 

1 

1 

Psychopharmacologic 

2 

2 

Carbon  Monoxide 

1 

1 

Meprobamate 

1 

1 

Strychnine 

1 

1 

Others 

2 

1 

1 
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RETROSPECTIVE  ANALYSIS  OF  TETANUS 
IN  PUERTO  RICO  (1967-68) 


In  1965,  Dr.  Héctor  F.  Rodriguez,  et  al,  writing 
about  tetanus  in  Puerto  Rico,  stated:  ‘Tetanus 
remains  an  unsolved  problem  in  Puerto  Rico  with  a 
reported  morbidity  which  is  fifteen  times  that  of  the 
continental  United  States  ....  It  is  felt  that 
prevention,  through  mass  vaccination  is  the  only  way 
to  solve  this  extremely  serious  public  health  problem. 
An  island-wide  drive  by  the  Department  of  Health  and 
the  Puerto  Rico  Medical  Association  ...  is  urgently 
needed.  As  active  immunization  with  tetanus  toxoid 
will  most  certainly  prevent  the  disease,  there  is  no 
excuse  for  anyone  to  develop  tetanus  or  die  from 
it”  (1). 

Although  two  island-wide  immunization  campaigns 
were  completed  just  two  years  ago,  tetanus  remains  a 
major  public  health  problem  in  Puerto  Rico.  Ninety- 
seven  (97)  known  cases  of  tetanus  occurred  in  the  two- 
year  period  1967  through  1968.  An  analysis  of  the 
epidemiologic  features  of  these  cases  will  be  presented 
in  this  report.  Suggestions  for  future  prevention  of 
tetanus  in  Puerto  Rico  will  be  offered,  with  emphasis 
on  the  two  population  groups  still  at  extremely  high 
risk:  neonates  and  adults  over  40. 

Materials  and  Methods 

Tetanus  is  a reportable  disease  in  Puerto  Rico,  and  an 
investigation  report  sheet  with  clinical  and  epidemiologic  data 
is  requested  on  each  case  reported  by  public  and  private 
physicians  to  the  Communicable  Disease  Control  Section  of 
the  Department  of  Health.  For  the  past  two  years  an  epi- 
demiologic investigator  has  also  been  sent  by  the  Communicable 
Disease  Control  Section  to  review  the  charts  of  all  patients 
with  a final  discharge  diagnosis  of  tetanus  treated  in  the  five 
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government  district  hospitals.  This  medical  record  search 
for  additional  cases  was  made  at  the  conclusion  of  each 
epidemiological  year. 

In  addition,  a search  was  made  through  the  keypunch 
cards  of  death  certificates  compiled  at  the  Demographic  Re- 
gistry of  the  Department  of  Health  for  the  year  of  1968. 
No  such  list  of  tetanus  deaths  was  available  for  1967.  The 
list  of  these  patients  was  then  cross-checked  with  previous 
lists  of  tetanus  cases  reported  to  the  Department  of  Health. 
Cases  newly  discovered  from  the  Demographic  Registry  records 
were  then  followed  up  by  a chart  review  at  the  hospital 
where  the  death  occurred.  Additional  information,  obtained 
on  each  case,  included  age,  sex,  outcome,  month  of  onset, 
initial  symptoms,  therapy,  incubation  period,  and  immuniza- 
tion status. 


Results  of  Mass  Td  DTP  Immunization  Campaigns 

During  the  mass  program  in  1965-66,  258,838  doses  of  DTP 
and  1,462,878  doses  of  Td  vaccine  were  administered,  and  dur- 
ing the  second  round  in  1966-67,  252,807  and  1.433.964  doses, 
respectively,  were  given  (Table  I).  Overall,  the  percentage 
of  the  population  receiving  at  least  one  dose  of  vaccine  was 
68.3  percent.  The  school-age  group  (5-19)  had  the  highest  per- 
centage of  persons  receiving  at  least  one  dose  of  DTP  (83.3  per- 
cent), while  the  age  group  over  20  had  the  lowest  (51.4  percent). 
The  breakdown  of  doses  administered  according  to  Health 
Region  is  shown  in  Table  II. 


Results  of  Tetanus  Surveillance  for  1967  and  1 968 

Using  the  surveillance  system  outlined  above,  38  tetanus 
cases  in  1967  and  42  cases  in  1968  were  both  reported  to  the 
Communicable  Disease  Control  Section  and  investigated  by  the 
section  epidemiologic  investigator.  In  addition,  17  tetanus 
deaths  reported  to  the  Demographic  Registry  in  1968  were 
reviewed  and  are  included  in  the  data.  Of  the  97  known  cases 
of  tetanus  in  the  two-year  period  January  1967  through 
December  1968,  40  occurred  in  1967  and  57  in  1968. 

The  incidence  was  1.48  per  100,000  in  1967  and  2.08 
per  100,000  in  1968.  In  the  8 years  1961  through  1968  the 
overall  morbidity  in  Puerto  Rico  decreased  from  5.3  to  2.08 
per  100,000  population  (Fig.  1).  In  contrast,  the  national 
incidence  in  the  United  States  was  0.12  per  100.000  in  1967, 
the  last  full  epidemiologic  year  for  which  such  national 
data  are  available.  Thus,  the  morbidity  in  Puerto  Rico 
in  1967  was  more  than  10  times  higher  than  in  the  United 
States  that  year. 

For  the  two-year  period  1967-1968  the  average  yearly 
incidence  was  1.78  per  100,000.  Further  discussion  of 
incidence  in  this  report  will  center  on  the  average  yearly 
incidence  rate  for  the  two-year  period  1967-1968. 

Previous  reports  of  tetanus  in  Puerto  Rico  have  empha- 
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TABLE  I:  RESULTS  OF  MASS  Td,  DTP,  IMMUNIZATION  PROGRAMS,  PUERTO  RICO, 

1965  — 1967 


Age  Group 

Number  of  Doses  of  Td  or  DTP 

1965-66  1966-67 

Pop.  Est. 

7-1-1965 

Percent  Receiving  at  Least 

One  Dose 

1-4 

258,838 

252,807 

385,490 

67.3 

5-19 

808,763 

820,170 

986,380 

83.3 

20  more 

654,115 

601,076 

1, 274,250 

51.4 

Unspec. 

5-20  and  greater 

1,  462,878 

12,718 

1, 433,964 

2,  260,630 

68.3 

TABLE  II: 

RESULTS  OF  MASS  Td,  DTP  IMMUNIZATION  PROGRAMS,  PUERTO 

RICO,  1965-1967,  BY  HEALTH  REGION 

Health  Region 

1965-66 

DTP  * 

1966-67 

Td  ** 

1965-66 

1966-67 

North 

34004 

37489 

83389 

85395 

East 

43128 

45678 

108506 

102963 

West 

35311 

36261 

98522 

88197 

South 

62816 

47434 

129379 

84678 

Northeast 

83579 

85945 

234319 

252561 

Total 

258838 

252807 

654115 

613794 

Age  1 - 4 

Age  5 - 20  and  greater 


years 

Fig.  1:  Tetanus  Morbidity  - Puerto  Rico  1961-1968 

sized  the  severe  clinical  aspects  of  the  disease  and  overall 
case-fatality  ratios  of  27.8  percent  (1),  22.8  percent  (3), 
13.33  percent  (4),  and  22.5  percent  (5),  specifically  in  those 
reported  hospital  series.  The  overall  Puerto  Rican  case- 
fatality  ratio  of  50  percent,  calculated  for  1967-1968,  is 
definitely  higher  than  these  previous  reports  but  is  still  con- 
siderably lower  than  the  case  fatality  ratio  of  68  percent 


Fig.  2:  Tetanus  Cases  by  Month  of  Onset  - Puerto  Rico, 
1967-1968. 

reported  in  the  United  States  in  1965-66  (6V  The  lower 
case-fatality  ratio  in  Puerto  Rico  is  consistent  with  ratios 
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TABLE  III:  NUMBER  OF  CASES  OF  TETANUS  BY  HEALTH  REGION,  PUERTO 

RICO,  1967  - 1968  * 


Region 

Total  Cases 

Percent  of  Total 

Incidence  per 

100,000  Population 

North 

18 

18.6 

2.5 

West 

17 

17.5 

2.4 

East 

20 

20.6 

2.3 

South 

25 

25.8 

2.1 

Northeast 

17 

17.5 

0.9 

Total 

97 

100.0 

1.8 

* According  to  pop.  est.  71 1 ¡68. 


Fig.  3:  Geographic  Distribution  of  Tetanus  - Puerto  Rico,  1967-1968 


of  40-50  percent  given  in  analyses  of  data  reported  from 
Africa,  Asia,  and  Europe  (7). 

The  month  of  onset  of  reported  non-neonatal  tetanus 
cases  for  1967-1968  is  shown  in  Figure  2.  A broad  peak 
from  February  to  July  is  noted.  The  seasonal  trend,  with 
most  cases  in  the  United  States  occurring  in  May  to  October, 
is  thought  to  be  a function  of  greater  outdoor  activity  (6). 
Whether  similar  factors  influence  the  Puerto  Rican  seasonal 
distribution  is  not  known,  though  the  distribution  in  Puerto 
Rico  roughly  coincides  with  the  sugar  cane  harvest  — yet 
the  mortality  is  principally  in  neonates  and  the  elderly! 

Cases  of  tetanus  were  recorded  in  all  five  of  Puerto  Rico’s 
health  regions  (Table  III).  Although  the  greatest  number 
of  cases  were  recorded  in  the  South  health  region  (25  cases), 
the  incidence  rate  per  100,000  population  was  highest  in  the 


North  health  region.  Figure  3 shows  the  data  on  an  outline 
map  by  municipalities.  Note  the  geographic  grouping  of  cases 
in  Ponce,  Caguas,  AguadUla,  and  Hatillo. 

The  median  age  of  tetanus  patients  in  Puerto  Rico  during 
1967-1968,  excluding  neonates,  was  56  years.  The  overall 
morbidity  and  mortality  of  tetanus  by  age  group  is  shown 
on  a semi-logarithmic  plot  in  Figure  4,  and  by  age  and  sex 
in  Figure  5.  The  highest  incidence  was  for  neonates  and 
the  elderly,  an  observation  which  has  been  noted  in  the 
United  States  national  data  for  1965-1966  (6). 

Yearly  incidence  by  age  group  in  males  paralleled  that 
for  females,  except  in  the  30-39  age  group  in  which  a higher 
incidence  was  recorded  for  females,  another  finding  com- 
patible with  the  analysis  of  the  United  States  national  data 
(6).  The  lower  rate  of  tetanus  in  men  30-39  years  old  is 
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TABLE  IV:  RELATIONSHIP  BETWEEN  INJURIES  AND  TETANUS  CASES,  PUERTO 

RICO,  1967  — 1968  * 


Type  of  Wound 

Total  Cases 

Percent  of  Total 

Fatal 

Case  Fatality  Ratio 

Unspecified 

42 

50.6 

18 

42.7 

Puncture 

16 

19.3 

8 

50.0 

Laceration 

9 

10.8 

4 

44.5 

Bum 

2 

2.4 

1 

50.0 

Open  fracture 

2 

2.4 

2 

100.0 

Dog  Bite 

1 

1.2 

0 

0.0 

Post  Surgical 

1 

1.2 

1 

100.0 

Trophic  ulcers  and/or  gangrene  10 

12.1 

6 

60.0 

Total 

83 

100.0 

40 

48.2 

* - Excluding  7 cases  with  unknown  clinical  outcome  and  7 neonatal  cases. 


Fig.  4:  Tetanus  Morbidity  and  Mortality  ■ Puerto  Rico,  Fig.  5:  Incidence  of  Tetanus  by  Age  and  Sex,  Puerto  Rico, 

¡967-1968.  1967-1968. 
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TABLE  V:  TETANUS,  PUERTO  RICO,  1967-1968  - SITE  OF  INJURY  * 


Site  Total  Cases 

Percent  of  Total 

Fatal 

Case  F atality  Ratio 

Foot 

28 

33.7 

13 

46.5 

Leg 

16 

19.3 

9 

56.2 

Hand 

11 

13.3 

8 

72.6 

Arm 

5 

6.0 

1 

20.0 

Head  and  Neck 

13 

15.7 

2 

15.4 

Unknown 

6 

7.2 

2 

0.0 

Multiple  Trauma 

1 

1.2 

1 

100.0 

Surgical 

1 

1.2 

1 

100.0 

Trunk 

2 

2.4 

2 

100.0 

Total 

83 

100.0 

41 

49.4 

* - Excluding  7 cases  with  unknown  clinical  outcome  and  7 neonatal  cases. 

TABLE  VI: 

SYMPTOMS  OF  TETANUS  (89  CASES),  PUERTO  RICO, 

1967  — 1968 

Symptoms 

Total* 

Percent  of  Total 

Fatal 

Case  Fatality  Ratio 

Trismus 

26 

29.2 

12 

46.2 

Trianus  and  local  muscle 

spasm 

35 

39.4 

12 

34.3 

Local  muscle  spasm 

8 

9.0 

5 

62.5 

Convulsion,  trismus  and 

local  muscle  spasm 

10 

11.2 

10 

100.0 

Convulsion  and  trismus 

2 

2.3 

2 

100.0 

Convulsion  and  local  muscle 

spasm 

2 

2.3 

1 

50.0 

Convulsion 

- 

- 

- 

Unspecified  Initial  Symptoms 

6 

6.6 

4 

66.7 

Total 

89 

100.0 

46 

51.7 

* Does  not  include  8 cases  where  clinical  outcome  was  unknown. 


thought  to  be  due  to  immunization  of  this  age  group  during 
previous  military  service  (8). 

The  overall  yearly  incidence  of  tetanus  in  Puerto  Rico 
(1967-1968)  was  1.96  per  100,000  for  males  (53  cases  ex- 
cluding neonates)  and  1.34  per  100,000  for  females  (37 
cases  excluding  neonates),  a difference  which  is  not  statis- 
tically significant. 

The  seven  neonatal  cases  accounted  for  7.23  percent  of 
the  tetanus  morbidity  on  the  island  (7  of  97  cases).  The  case 
fatality  ratio  was  86  percent.  Only  one  of  the  7 infants 
was  bom  at  home;  the  rest  were  bom  in  government  or 


private  hospitals.  Nationally  in  1965-1966  the  case-fatality 
ratio  was  72  percent,  39  deaths  in  54  cases. 

Data  on  the  type  of  wound  present  initially  are  shown 
in  Table  IV.  The  type  of  wound  was  not  specifically  identified 
in  slightly  more  than  half  the  cases;  puncture  wounds  were 
the  initial  lesions  in  19.2  percent,  and  lacerations  in  10.8  per- 
cent. Two  cases  were  infected  after  bum  injuries;  one  case 
occurred  6 days  after  a vaginal  hysterectomy,  and  in  one 
case  a dog  bite  was  found  to  be  the  initial  lesion.  The  feet, 
head,  and  neck  were  the  most  common  sites  of  injury,  ac- 
counting for  49.4  percent  of  all  cases  in  which  information 
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TABLE  VII:  RELATIONSHIP  BETWEEN  TETANUS  MORTALITY  AND 

CONVULSIONS  * 


Total 

Convulsions 

Fatal 

Case  Fatality  Ratio 

Total 

No  Convuláons 

Fatal 

Case  Fatality  Ratio 

9 

8 

88.9 

74 

32 

43.3 

* - Does  not  include  neonatal  cases  and  7 c<ises  where  clinical  outcome  was  unknown. 


TABLE  VIII:  SEROTHERAPY  IN  NON-NEONATAL  TETANUS  * 


Serotherapy 

Total 

Recovered 

Fatal 

Case  F atality  Ratio 

Animal  Antitoxion  (TAT) 

Only 

68 

35 

33 

48.5 

Hyperimmune  Human 

Globulin  (TIG)  Only 

11 

6 

5 

45.4 

Combined  Serotherapy 

8 

2 

6 

75. 

* Does  not  include  8 cases  with  unknown  clinical  outcome,  and  2 in  which  information  on  serotherapy  was  incomplete. 


on  the  áte  of  injury  was  known  (Table  V).  Hand  and  leg 
injuries  were  associated  with  high  case  fatality  ratios  of  72.6 
I percent  and  56.2  percent,  respectively. 

In  41  cases  the  incubation  period  was  known.  The  medium 
incubation  period  for  these  cases  was  8 days.  Fatal  cases 
had  a mean  incubation  period  of  6 days,  which  was  shorter 
than  the  mean  incubation  period  of  8 days  for  the  18  non- 
fatal  cases.  There  was  no  significant  difference  between  the 
means  using  the  “t”  test.  Sixty-three  (63)  percent  of  the 
cases  had  incubation  periods  of  less  than  10  days. 

The  relative  frequency  of  various  symptoms  is  shown  in 
Table  VI.  As  in  the  previouáy  mentioned  United  States 
study  (6),  trianus  alone  or  in  combination  with  muscle 
spasm  were  the  two  most  frequent  symptoms.  In  15.7  per- 
cent of  cases  convuláons  were  present.  The  relationship 
between  mortality  and  convuláons  in  non-neonatal  cases  is 
shown  in  Table  VII.  A difference  in  case-fatality  ratios 
between  cases  with  convuláons  (88.9  percent)  and  those 
i without  (43.3  percent)  was  noted.  These  data  indicate  that 
convuláons  are  a poor  prognostic  sign,  an  observation  also 
noted  before  (6). 

Data  on  serotherapy  in  non-neonatal  cases  is  seen  in 
i Table  VIII.  In  65.5  percent  (46/70)  of  the  cases  in  which 
I animal  antitoxin  was  used  excluávely,  the  dosage  was  50,000 
I units  or  greater  intramuscularly  and/or  intravenouáy.  The 
average  dose  of  tetanus  antitoxin  when  used  alone  was  95,000 


units  I.M.  and/or  I.  V.  No  significant  difference  was  noted 
in  case-fatality  ratios  between  patients  treated  with  tetanus 
antitoxin  (TAT)  alone  and  those  treated  with  tetanus  immune 
globulin  (TIG)  alone.  Generally,  doses  of  TAT  are  greater 
than  those  used  nationally  in  the  United  States  (6).  We  as- 
sume  that  in  most  cases  serotherapy  was  employed  thera- 
peutically, although  this  was  not  specified  in  most  cases. 

Penicillin  was  the  antibiotic  used  most  frequently;  only 
twice  in  74  patients  was  another  antibiotic  used  alone. 

Data  on  immunization  levels  were  lacking  in  all  but  18 
cases.  Twelve  of  the  18  had  no  history  of  having  received 
tetanus  immunizations;  the  other  six  recalled  only  one  pre- 
vious dose. 

Discussion 

Tetanus  incidence  has  strikingly  decreased  in  Puerto 
Rico  over  the  last  8 years,  from  5.3  per  100,000  cases 
in  1961  to  2.08  per  100,000  in  1968.  Coincidentally 
with  the  most  abrupt  drop  in  incidence,  6.4  per 
100,000  in  1964,  to  2.6  in  1965,  the  Department 
of  Health  began  an  island  wide  program  with  DTP 
and  Td  immunizations.  The  campaign  lasted  from 
1965  until  June  1967,  and  the  continued  lower  in- 
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cidence  of  tetanus  during  these  past  two  years  is  at 
least  in  part  due  to  this  intensive  program.  Never- 
theless, average  yearly  tetanus  incidence  for  1967 
through  1968  was  1.7  per  100,000,  a rate  which 
is  extremely  high  when  compared  to  the  national 
United  States  average  in  recent  years  (2,  6).  Analysis 
of  the  present  data  identifies  the  populations  in  Puerto 
Rico  still  at  greatest  risk,  as  (1)  adults  over  40  and  (2) 
neonates.  Mortality  in  1967-1968  was  4.4  per  100,000 
in  neonates  and  highest  in  the  age  group  over  70 
(6.0  per  100,000). 

The  neonatal  cases  in  Puerto  Rico  occurred  in  in- 
fants bom  in  government  as  well  as  private  hospitals. 
One  of  the  seven  neonatal  cases  was  delivered  at  home; 
this  was  different  from  the  United  States  data  for 
1965-1966  which  show  that  only  six  of  the  54  neo- 
natal tetanus  patients  were  bom  in  hospitals  (6). 

Several  authors  have  pointed  out  that  adequate 
immunization  of  mothers  will  prevent  neonatal  teta- 
nus (9,  10).  Future  routine  prenatal  care  in  Puerto 
Rico  should  include  clarification  of  the  prospective 
mother’s  immunization  history,  and  if  inadequately 
immunized  the  mother  should  be  given  two  doses 
of  Td  vaccine  separated  by  at  least  6 weeks  during 
the  first  6 months  of  pregnancy  (9,  10).  In  this 
manner,  neonatal  tetanus  morbidity  can  be  reduced. 
To  our  knowledge  only  certain  areas  in  Puerto  Rico 
are  following  the  practice  of  immunizing  pregnant 
women  still  susceptible  to  tetanus. 

The  older  age  group  (adults  over  40)  has  tradi- 
tionally been  difficult  to  reach  with  Td  vaccine  whe- 
ther through  routine  or  intensive  programs.  Another 
attempt  should  be  made  to  immunize  adults  over 
40  with  Td  in  an  island-wide  campaign.  Certainly 
industrial  health  programs  should  be  cognizant  of 
the  greater  risk  of  tetanus  for  those  over  40. 

Other  programs  should  definitely  center  on  chil- 
dren, and  adequate  maintenance  programs  are  ne- 
cessary to  deliver  vaccine  to  this  group.  A recent 
study  indicates  that  four  injections  of  DTP  in  childhood 
are  sufficient  to  protect  the  individual  for  life  (11). 
Continuing  school  programs  will  be  necessary  to  ad- 
minister the  fourth  dose,  or  booster  dose,  needed  to 
complete  the  primary  series. 

Finally,  on-going  surveillance  of  cases  will  continue 
to  identify  the  groups  at  highest  risk  in  the  population. 

Summary 

Average  yearly  tetanus  incidence  in  Puerto  Rico  in 
1967-1968  was  1.78  per  100,000,  the  lowest  rate  since 


1964.  Cases  occurred  in  all  health  regions.  Seasonal 
distribution  was  February  to  July,  and  the  overall 
case  fatality  ratio  was  50  percent.  In  seven  neonatal 
cases,  the  case  fatality  ratio  was  86  percent.  Peak 
incidence  for  morbidity  and  mortality  occurred  at  the 
extremes  of  age  among  males  and  females. 

To  eliminate  tetanus  neonatorum  in  Puerto  Rico, 
routine  prenatal  Td  immunization  of  pregnant  women 
is  suggested.  Intensive  programs  aimed  primarily  at 
adults  40  and  over  is  proposed  to  lower  the  significant 
morbidity  and  mortality  in  this  age  group. 

Resumen 

El  índice  de  tétanos  en  Puerto  Rico  para  1967-1968 
fue  1.78  por  cada  100,000  habitantes,  el  índice  más 
bajo  desde  1964.  Ocurrieron  casos  en  todas  las  regiones 
de  salud.  La  distribución  temporal  era  febrero  a julio 
y la  mortalidad  fue  de  un  50  porciento.  En  siete 
casos  de  recién  nacidos  la  mortalidad  fue  86  porciento. 
Los  índices  más  altos  de  morbilidad  y mortalidad  se 
han  notado  en  recién  nacidos  y mayores  de  edad  lo 
mismo  varones  y hembras. 

Sugerimos  la  inmunización  rutinaria  de  mujeres  en- 
cintas con  Td  para  evitar  tétanos  neonatorum  en  Puerto 
Rico.  Proponemos  programas  intensivos  para  mayores 
de  40  años  para  reducir  la  morbilidad  y mortalidad  en 
este  grupo. 
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EDITORIAL 


COMO  CAZAR  COCODRILOS 


Despertar  en  i a selva,  a orillas  de  algún  río  olvidado,  y ver  cocodrilos  con  intenciones  gulosas 
asomados  a la  vuerta  de  la  tienda  de  campaña  ciertamente  debe  ser  una  experiencia  única  .... 
Pues  bien,  acá,  en  comarcas  menos  exóticas,  muchos  son  los  cocodrilos  con  que  tiene  que  vérselas 
la  Junta  Editora  de  nuestro  Boletín:  ¿Se  lee  o no?  ¿en  qué  idioma?  ¿cuáles  son  los  temas  más 
favorables  y de  mayor  interés? 

- lay  dos  formas  de  cazar  cocodrilos  — decía  el  inolvidable  y genial  Diplo  en  un  mediodía  de 
recuerdos  — se  vencen  en  plena  lucha,  o a mi  manera  .... 

- ¿Y  cuál  es  tu  manera? 

- Se  lleva  uno  a la  selva  una  botella  de  ron,  un  telescopio  y una  cajita  de  fósforos  vacía.  La 
misma  primera  noche  se  bebe  uno  la  botella  hasta  la  última  gota.  Cuando  los  cocodrilos  te  des- 
piertan ai  otro  día,  tú  como  que  estás  turulato,  coges  el  telescopio  por  el  lado  que  no  es,  miras  a 
esos  animalitos,  te  dices:  “ qué  lagartijitos  más  monos!  ”,  los  cazas  con  los  dedos  y te  los  echas  en 
La  cajita  de  fósforos.  ¡Así  se  cazan  cocodrilos! 

¿Cómo  trataremos  los  problemas  médicos  del  país,  entendiéndolos  con  realismo  o a la  Diplo? 
Cada  generación  tiene  sus  cocodrilos  éticos,  sociales,  filosóficos,  científicos,  médicos  y publicitarios  . . 
Los  nuestros  parecen  gozar  de  ubicuidad.  Los  más  feroces  se  asoman  con  la  misma  gula  que  los  de 
Diplo  a la  tienda  de  campaña  de  la  calidad  en  los  servicios  médicos. 

¿Se  lee  o no  el  Boletín?  El  cuestionario  que  circulara  hace  poco  enseña,  al  examinar  preliminar- 
mente 150  respuestas  escogidas  al  azar,  que  un  97  porciento  de  nuestros  abonados  sí  lo  leen  y 47 
porciento  lo  leen  regularmente.  Sus  preferencias  van,  por  orden  de  interés,  a los  siguientes  asuntos: 
artículos  científicos  (86  porciento),  editorial  (64  porciento ) y actualidades  médicas  (48  porciento ). 
Es  necesario  mejorar  todas  las  secciones  del  Boletín  y considerar  nuevos  tópicos  de  interés. 

El  Boletín  es  hoy  por  hoy  la  única  publicación  médica  importante  de  Puerto  Rico.  Divulga  y 
refleja  la  calidad  tanto  de  nuestros  médicos  como  de  su  esfuerzo  científico  y revela  al  extranjero 
y para  lo  porvenir  nuestras  preocupaciones  profesionales  y cómo  resolvimos  nuestros  problemas 
médicos.  ¿Qué  es  lo  que  nos  dará  a conocer? 

¿En  qué  idioma?  Se  han  publicado  en  ediciones  pasadas  del  Boletín  artículos  en  español,  inglés 
y francés.  Nuestro  interés  primordial  es  llevar  al  lector  los  mejores  trabajos  sometidos.  Nuestra 
preocupación  editorial  será  de  que  estén  escritos  en  el  idioma  que  propone  el  autor.  Hay  suficientes 
recursos  lingüísticos  en  nuestra  profesión  para  responder  de  la  pureza  de  cualquiera  de  esos  tres 
idiomas. 

¿Qué  temas  son  pertinentes  y de  mayor  interés?  Para  mí  que  el  Boletín  tiene  tres  funciones 
principales:  (1)  dar  a conocer  lo  nuevo  cuanto  antes,  (2)  repasar  y fortalecer  lo  establecido,  (3) 
proporcionar  medios  para  la  discusión  franca  de  los  problemas  médicos  y científicos  del  país. 

El  número  de  hoy  refleja  estas  preocupaciones.  Además  de  los  artículos  científicos,  aparece 
el  primero  de  una  serie  de  bosquejos  terapéuticos  para  las  urgencias  pediátricas  preparados  por 
la  Oficina  de  Pediatría  Regional  del  Hospital  Universitario  y que  serán,  como  éste,  sometidos  res- 
pectivamente al  arbitraje  de  especialistas  expertos  en  los  campos  a discutirse.  Queremos  sobre 
todo  facilitar  su  uso:  así,  los  interesados  pueden  extraer  esos  bosquejos  del  Boletín  y constituir 
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su  propio  manual,  añadiéndolos  según  se  publiquen.  Deseamos,  ni  más  ni  menos,  que  cada  edi- 
ción se  despedace,  se  use  o se  guarde:  ¡mejor  destino  que  parar  integralmente  en  la  basura! 

Escogimos  al  niño  como  primer  tema  porque  nuestra  población  es  joven.  Con  demasiada  fre- 
cuencia todavía  siente  el  médico  general  inseguridad  ante  el  niño  agudamente  enfermo.  En  ningún 
otro  momento  quizás  necesite  ese  niño  que  su  médico  tratante  domine  la  posología  pediátrica  y 
conozca  tos  riesgos  farmacológicos.  Porque  el  niño  no  es  una  miniatura  del  adulto. 

También  contiene  esta  edición,  en  lugar  prominente,  la  3ra.  Conferencia  Dr.  Ramón  M.  Suárez, 
que  dictara  el  Profesor  Ignacio  Chávez  en  la  última  convención  de  nuestra  Asociación.  Nos  insta 
a un  examen  de  conciencia,  o sea,  a la  medida  interna  de  cuán  bueno  es  actualmente  el  ejemplo 
médico  que  legaremos  a las  nuevas  generaciones.  ¿Estamos  en  verdad  cumpliendo  con  nuestras 
responsabilidades  profesionales? 

Es  en  ese  espíritu  que  invitamos  a todos  los  médicos  de  Puerto  Rico  a sometemos  sus  preocu- 
paciones y el  fmto  de  su  trabajo  y sus  reflexiones,  bien  sean  artículos  en  regla,  preguntas  o comu- 
nicaciones editoriales.  ¡Laboremos  todos  por  lograr  una  revista  médica  de  actualidad  viva  y vi- 
brante! ¡Sobrepongámonos  a nuestra  costumbre  de  hablar  mucho  y hacer  poco!  Dejemos  sin 
vigencia  el  agrio  parecer  de  T.  S.  Elliot:  “ Esta  fue  una  generación  de  carreteras  de  concreto  y de 
bolas  de  golf  perdidas  ”. 

Jorge  O.  Just  Viera,  MD 


NOTICIAS 


We  quote  letter  from  the  American  Medical  Association, 
Guarantee  Bank  and  Trust  Company  of  Atlantic  City,  New 

Jersey: 

“Gentlemen: 

The  Guarantee  Bank  and  Trust  Company  of  Atlantic 
City  in  cooperation  with  the  American  Medical  Association 
is  pleased  to  announce  the  opening  of  nominations  for  the 
1970  DR.  RODMAN  E.  SHEEN  AND  THOMAS  G.  SHEEN 
AWARD. 

This  annual  award  of  $10,000  is  presented  to  an  American 
physician  or  physicians  in  recognition  of  outstanding  con- 
tributions to  medicine. 

It  was  earned  by  Irvine  H.  Page,  MD  in  1968  and  by  Robert 
E.  Gross,  MD  in  1969. 

You  are  invited  to  submit  the  names  of  physicians  whom 
you  believe  to  be  eligible  for  this  award.  Written  nominations 
are  being  accepted  from  January  1 to  March  15,  and  should 
be  sent  to: 

The  Sheen  Award  Committee 
American  Medical  Association 
535  North  Dearborn  Street 
Chicago,  Illinois,  60610 

Sincerely, 

(Sgd.)  Oren  W.  Wright 

Secretary 

The  Sheen  Award  Committee 


AMA  Washington  Office  - December  5, 1969 

A Senate  subcommittee  said  that  the  number  of  medical 
malpractice  suits  probably  will  increase  and  “the  situation 
threatens  to  become  a national  crisis.” 

Chairman  Sen.  Abraham  Ribicoff  (D.,  La.),  reported  eight 
conclusions  after  an  extensive  staff  study.  They  are: 

“1.  The  number  of  malpractice  suits  and  claims  is  rising 
sharply  in  certain  regions  of  the  country. 

“2.  Most  malpractice  suits  are  the  direct  result  of  injuries 
suffered  by  patients  during  medical  treatment  or  surgery. 
The  majority  have  proved  justifiable.  These  suits  are  the 
indirect  result  of  a deterioration  of  the  traditional  physician- 
patient  relationship. 

“3.  The  publicity  given  to  higher  malpractice  judgments 
and  settlements,  based  frequently  on  new  legal  precedents, 
is  likely  to  trigger  increasing  litigation  in  other  States.  The 
situation  threatens  to  become  a national  crisis. 

“4.  Already,  higher  judgments  and  settlements  are  having 
the  following  direct  results: 

(a)  Companies  providing  malpractice  insurance  are  in- 
creasing the  cost  of  coverage. 

(b)  These  costs  — in  the  form  of  higher  charges  — are 
being  passed  on  to  patients,  their  health  care  insur- 
ance companies,  and  federal  health  care  programs. 


“5.  The  rising  number  of  malpractice  suits  is  forcing 
physicians  to  practice  what  they  call  defensive  medicine,  view- 
ing each  patient  as  a potential  malpractice  claimant.  Phy- 
sicians often  order  excessive  diagnostic  procedures  for  patients, 
thereby  increasing  the  cost  of  care.  Moreover,  they  are 
declining  to  perform  other  procedures,  which  in  themselves, 
may  entail  some  risk  of  patient  injury. 

“6.  At  present,  it  appears  that  no  one  affected  by  the  rise 
in  malpractice  suits  and  claims  has  been  able  to  deal  with  this 
problem  in  a manner  that  promises  to  alleviate  this  situation. 

“7.  The  lion’s  share  of  the  total  cost  to  the  insurance 
companies  of  malpractice  suits  and  claims  goes  to  the  legal 
community. 

“8.  Three  is  a definite  federal  role  in  the  malpractice 
problem.” 

Specialists  listed  as  having  “a  greater  potential  exposure 
to  malpractice  suits”  were  orthopedic  surgeons,  general  sur- 
geons, neurosurgeons,  anesthesiologists,  obstetricians  and  gyne- 
cologists. 


AMA  House  of  Delegates  Meeting  Dec.  3,  1969. 

Regarding  the  AMA  itself,  the  president  said  the  Association 
has  concentrated  on  being  an  organization  for  the  physician 
in  private  practice.  Now,  he  added,  it  must  strive  to  attract 
physicians  who  are  educators,  researchers,  administrators  and 
in  federal  service. 

Another  segment  of  the  medical  profession  that  must  be 
attracted  is  the  future  physician,  Dr.  Dorman  said.  The  AMA 
must  find  ways  “to  attract  medical  students,  interns,  residents 
and  other  young  physicians.”  Anticipating  objections,  he  said 
“We  need  to  face  up  realistically  to  the  fact  that  although 
we  don’t  like  the  criticism  of  some  of  the  younger  members 
and  would-be  members  of  our  profession  — and  perhaps 
we  don’t  approve  of  the  leftward  lean  of  some  of  their 
politics  — these  young  professionals  are  nonetheless  as  much, 
or  more,  patient  oriented  than  some  of  us.” 

To  accomplish  the  AMA’s  goals,  Dr.  Dorman  warned,  “We 
may  have  to  alter  certain  of  our  cherished  traditions.  We  must 
be  prepared  to  accept  and  support  totally  new  ideas,  whether 
we  devise  them  or  they  are  devised  by  somebody  else,  providing 
they  work  well  after  adequate  trial.” 


A total  of  2,500  ml.  of  rabies  immune  globulin  of  human 
origin  (HRIG)  has  been  produced  by  the  Rabies  Unit  of  the 
National  Communicable  Disease  Center,  Public  Health  Service, 
and  is  now  being  tested  in  human  beings.  This  globulin  has 
passed  all  safety  tests,  and  it  contains  165  international 
units  per  ml.,  which  is  equal  to  the  potency  of  antirabies 
serum  of  equine  origin  (ARS)  now  prescribed  in  the  United 
States  for  persons  exposed  to  rabid  animals. 
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TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 


AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  Biq. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


¿ROC-H-Ej] 


Roche 

LABORATORIES 


Division  ol  HoMmann-La  Rocha  Inc. 
Nutley.  New  Jersey  07110 


NORPRAMIN 

(clorhidrato  de  desipramina) 

el  ANTIDEPRESJVO 

no-sedante  de  acción  rápida 


el  animo,  restablece  la  confianza 


vence  el  abatimiento,  levanta 

La  depresión  frecuentemente  se  caracteriza  por 
sentimientos  de. culpabilidad,  inutilidad,  desolación 
y privación.  Estas  manifestaciones,  acompañadas 
de  sintomas  tales  como  insomnio,  malestar,  tristeza 
y recelo,  responden  rápidamente  al  NORPRAMIN 
(clorhidrato  de  desipramina).  La  mejoría  general- 
mente se  manifiesta  2 a 5 días  después  de  iniciado 
el  tratamiento;  algunas  veces  antes.  Los  pacientes 
con  sensibilidad  comprobada  a estimulantes  del 
sistema  nervioso  central,  pueden  experimentar  ex- 
citación al  desaparecer  su  depresión;  en  estos  casos 
se  sugiere  reducir  la  dosis  o administrar  simultánea- 
mente tranquilizantes. 


Indicaciones:  Depresiones  de  todo  tipo,  reacciones  depresivas  neu- 
róticas o psicóticas;  reacciones  maniaco-depresivas  o involucionaies. 
Posoiogia:  Se  obtienen  resultados  óptimos  con  una  dosis  de  150  mg. 
diarios. 

Contraindicaciones  y Precauciones:  Glaucoma,  espasmo  uretral  o 
ureteral,  infarto  reciente  del  miocardio,  trastornos  cardiacos  coro- 
narios graves  y epilepsia.  No  deberá  administrarse  durante  las  dos 
semanas  subsiguientes  a la  suspensión  de  la  terapia  con  inhibidores 
de  monoamino-oxidasa.  La  seguridad  de  su  empleo  en  el  embarazo 
no  ha  sido  aún  establecida. 

Reacciones  Adversas:  Pueden  presentarse  los  siguientes  efectos  se- 
cundarios, generalmente  leves:  sequedad  de  boca,  estreñimiento, 
mareo,  palpitación,  micción  retardada  “mal  sabor”,  ilusiones  senso- 
rias, tinnitus,  agitación  y estimulación,  sudoración,  somnolencia, 
jaqueca,  hipotensión  ortostática,  rubor,  náusea,  calambres,  debili- 
dad, visión  borrosa  y midriasis,  salpullido,  alergia,  eosinofilia  transi- 
toria, granulopenia,  alteraciones  de  la  función  hepática  y signos 
extraDiramidales. 

Presentación:  NORPRAMIN  (Clorhidrato  de  desipramina)— tabletas  de 
25  mg.  en  frascos  de  50,  500  y 1000.  Tabletas  de  50  mg.  en  frascos 
de  30,  250  y 1000. 


PRODUCTOS 
PARA  PACIENTES 
QUE  USTED 
VE  A DIARIO 


IAKE5I0E 


Lakeside  Laboratories,  Inc.  Milwaukee,  Wisconsin  53201  — EE.UU. 


Instrucciones  para  los  Autores 

El  Boletín  acepta  para  su  publicación  artículos 
\ relativos  a medicina  y cirugía  y las  ciencias  afines. 
Igualmente  acepta  artículos  especiales  y correspon- 
dencia que  pudiera  ser  de  interés  general  para  la 
profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  condición 
de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Edi- 
tora y la  del  impresor,  se  requiere  de  los  autores 
que  sigan  las  siguientes  instrucciones: 

Manuscrito:  El  manuscrito  completo,  incluyendo  las 
leyendas  y referencias  deberán  estar  escritos  a ma- 
qu milla  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen.  En 
página  separada  deberá  incluirse  lo  siguiente:  tí- 
tulo, nombre  del  autor  (es)  y su  grado  (ej:  MD, 
FACP),  ciudad  donde  se  hizo  el  trabajo,  el  hos- 
pital o institución  académica,  patrocinadores  del 
estudio,  y si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve 
introducción  en  la  cual  se  especifique  el  propó- 
sito del  mismo.  Las  secciones  principales  (como 
por  ejemplo:  materiales  y métodos)  deben  iden- 
tificarse como  un  encabezamiento  ai  centro  y en 
letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clí- 
nicos o investigaciones  de  laboratorio  deben  orga- 
nizarse bajo  los  siguientes  encabezamientos:  Intro- 
ducción, Materiales  y Métodos,  Resultados,  Dis- 
cusión, Resumen  (en  español  e inglés),  Reconoci- 
miento y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados 
deben  organizarse  en  la  siguiente  forma:  Intro- 
ducción, Materiales  y Métodos  si  es  aplicable,  Ob- 
servaciones del  Caso,  Discusión,  Resumen  (en  español 
e inglés),  Reconocimientos  y Referencias. 
Nomenclatura:  Deben  usarse  los  nombres  genéricos 

de  los  medicamentos.  Podrán  usarse  también  ios 
nombres  comerciales,  entre  paréntesis,  si  así  se 
desea.  Se  usará  con  preferencia  el  sistema  métrico 
de  pesos  y medidas. 

I Tablas:  Las  tablas  deben  aparecer  en  hojas  separadas. 
Estas  deben  incluir  el  título  y el  número  de  la 
tabla  (romano).  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se 
deben  omitir  líneas  verticales  y horizontales  en 
la  tabla. 


Figuras:  Las  fotografías  y microfotografías  se  some- 
terán como  copias  en  papel  de  lustre,  sin  montar. 
En  el  reverso  de  la  figura  debe  aparecer  el  numero 
de  la  figura  (arábigo)  y el  autor  y debe  indicarse 
la  parte  superior. 

Referencias:  Las  referencias  deben  ser  numeradas 

sucesivamente  de  acuerdo  con  su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis 
al  nivel  de  la  línea  u oración.  Al  final  de  cada 
artículo  las  referencias  deben  aparecer  en  el  orden 
numérico  en  que  se  citan  en  el  texto.  Estas  deben 
seguir  el  estilo  o patrón  del  “Index  Medicus”,  el 
cual  se  describe  a continuación: 

Para  artículos  de  Revista 

Apellido  (s),  e iniciales  del  nombre  del  autor  (es), 
título  del  artículo,  nombre  de  la  revista,  volumen, 
primera  página  y año. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

Para  citación  de  Libros 

Apellido  (s),  e iniciales  del  autor  (es),  título,  edi- 
ción, casa  editora,  ciudad,  año  y página. 

Win  tro  be,  M.  M.:  Clinical  Hematology,  3rd  Ed. 

Lea  and  Febiger,  Philadelphia,  1952  p.  67. 

Deben  usarse  solamente  las  abreviaturas  indicadas  en 
el  “Cumulative  Index  Medicus”  que  publica  la  Aso- 
ciación Médica  Americana. 

Como  guía  de  referencia  para  preparar  su  artí- 
culo puede  usar  la  publicación  Advice  to  Authors 
que  publica  la  Scientific  Publications  Division,  Amer- 
ican Medical  Association,  535  N Dearborn  Street, 
Chicago,  Illinois,  60610. 

Instructions  to  Authors 

The  Boletín  will  accept  for  publication  contribu- 
tions relating  to  the  various  areas  of  medicine,  sur- 
gery and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  phy- 
sicians will  also  be  accepted.  All  material  is  accepted 
with  the  understanding  that  it  is  to  be  published 
solely  in  this  journal. 

in  order  to  facilitate  review  of  the  article  by  the 
Editorial  Board  and  the  work  of  the  printer,  the 
authors  must  conform  with  the  following  instructions: 

Manuscripts:  The  entire  manuscript,  including  legends 
and  references  should  be  typewritten  double  spaced 
in  duplicate  with  ample  margins.  A separate  title 
page  should  include  the  following:  title,  authors 
and  their  degrees  (e.  g.  MD,FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions, 
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acknowledgment  of  financial  sponsors,  and  if  the 
paper  has  been  presented  at  a meeting  the  place 
and  date  should  he  given. 

The  manuscript  should  start  with  a brief  intro- 
ductory paragraph  or  paragraphs  which  should  state 
its  purpose.  The  main  sections  (for  example,  Mater- 
ials and  Methods)  should  be  identified  by  center 
headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies 
or  laboratory  investigation  should  be  organized  un- 
der the  following  headings:  Introduction,  Material 
and  Methods,  Results  if  indicated.  Discussion,  Sum- 
mary in  English  and  Spanish,  Acknowledgments  if 
any,  and  References. 

! Snmenclature : Generic  names  of  drugs  should  be 

used;  trade  names  may  also  be  given  in  parenthesis, 
if  desired.  Metric  units  of  measurements  should 
be  used  preferentially. 

Tables:  These  should  he  typed  on  separate  sheets  with 
the  title  and  table  number  (Roman)  centered.  Sym- 
bol for  units  should  be  confined  to  the  column 
headings.  Vertical  and  horizontal  lines  should  be 
omitted. 

Figures:  Photographs  and  photomicrographs  should 

be  submitted  as  glossy  prints,  unmounted.  They 
should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top 
should  be  indicated.  Legends  to  the  figures  should 


be  typed  on  a separate  sheet. 

References:  These  should  be  numbered  serially  as 

they  appear  in  the  text.  The  number  should  be 
enclosed  in  parenthesis  on  the  line  of  writing  and 
not  as  superscript  numbers.  At  the  end  of  the 
article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text. 
I'his  list  should  conform  to  the  Style  of  the  Index 
Medicu6  and  should  be  punctuated  as  in  the  follow- 
ing examples. 

For  journal  articles:  Surname  and  initials  of  au- 
thor (s),  title  of  articles,  name  of  journal,  vo- 
lume, first  page  and  year. 

Koppisch,  £.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

For  Books:  Surname  and  initials  of  author  (s), 
title,  edition,  publishing  house,  City,  year  and 
page. 

Winlrobe,  M.  M:  Clinical  Hematology,  3rd.  Ed. 

Lea  and  Febiger,  Philadelphia,  1952,  p.  67. 
Abbreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the  American 
Medical  Association. 

For  aid  in  preparing  your  manuscript  refer  to  the 
publication  Advice  to  Authors  available  from  the  Scien- 
tific Publications  Division,  American  Medical  Associa- 
tion, 535  N Dearborn  St.,  Chicago,  Illinois  60610. 


ANUNCIOS 


LOCALES  PARA  ALQUILAR 


OFICINAS  PARA  ALQUILAR 


Alquilo  2 locales  propios  para  especialistas  medicos,  por 
estar  lado  Hospital  Sagrado  Corazón.  Inf.  Tapia  427,  San- 
turce,  P.  R„  Tels.  724-6359  - 725-4372. 

Se  alquila  local  segundo  piso,  para  médicos  - Más 
de  1,000  pies  cuadrados  - piso  terrazo  - tres  cuartos  - 
dos  baños;  luz,  agua  y parking  incluidos.  A varios 
minutos  del  Hospital  del  Maestro,  Centro  Médico  y 
Auxilio  Mutuo.  Para  más  información,  llamar  al 
Dr.  Cuevas,  teléfonos  767-1004  o 764-2226. 

Se  alquila  local  para  dispensario  médico  - Tiene 
tres  oficinas  - Teléfono  - Ave.  Comercial  Lomas.  Ver 
des.  Para  más  información  llamar  al  teléfono  767-5005. 


Se  alquilan  dos  oficinas  para  médicos  psiquiátras  en  Pila 
Núm.  51,  esquina  Brumbaugh,  Edificio  Vargas,  Río  Piedras 
Están  semiequipadas.  Sitio  céntrico  próximo  a las  calle 
principales  de  Río  Piedras,  el  comercio,  a la  plaza  y a la 
Universidad.  Renta:  $100.00  al  mes  incluyendo  agua,  luz 
y limpieza.  Infórmese  con:  Amalia  H.  Vda.  de  Vargas 
Apartado  20267,  Río  Piedras,  P.  R.,  Teléfono  766-7398 

WANTED 

Internist,  Board  certified  or  eligible  to  work  in 
a prosperous,  growing  area  in  South  1'exas.  Will 
share  modern  medical  building  with  Lab.  and  X-Ray 
facilities.  Please  contact  Víctor  Malagón,  MD,  FACP, 
FACC,  B02  So.  Main  St.,  McAllen,  Texas. 


A once-popular  treatment  for  back  pains 
was  to  have  the  seventh  son  of  a seventh  son 
stand  or  walk  on  the  patient's  back. 


For  headache,  a sovereign  remedy  was 
I to  wear  a snakeskin  round  one's  head. 


The  pain  of  earache  was  allegedly  relieved 
by  holding  a hot  roasted  onion  to  the  ear. 


A realistic 
approach 

to  pain 
relief 


Empirirí 

Compound  with  Codeine 
Phosphate  gr.  1/2  No.  3 

Each  tablet  contains: 

Codeine  Phosphate  gr.  1/2  (Warning- 
May  be  habit  forming),  Phenacetin  gr.  2 1 / 2, 

Aspirin  gr.  3 1 / 2,  Caffeine  gr.  1 / 2. 

keeps  the  promise 
of  pain  relief 

'B.W.  & Co.'  narcotic  products  are 
Class  ”B",  and  as  such  are  available  on  oral 
prescription,  where  State  law  permits. 

,djLp  BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC. 

-L&  Tuckahoe,  N.Y. 


Contraindications:  Edema,  danger 
of  cardiac  decompensation;  history 
or  symptoms  of  peptic  ulcer;  renal, 
hepatic  or  cardiac  damage,  history 
of  drug  allergy,  history  of  blood 
dyscrasia.  The  drug  should  not  be 
given  when  the  patient  is  senile  or 
when  other  potent  drugs  are  given 
concurrently.  Large  doses  of  the 
alka  formulation  are  contraindi- 
cated in  glaucoma. 

Warning:  If  coumarin-type  anti- 
coagulants are  given  simultaneously, 
watch  for  excessive  increase  in  pro- 
thrombin time.  Instances  of  severe 
bleeding  have  occurred  Persistent 
or  severe  dyspepsia  may  indicate 
peptic  ulcer;  perform  upper  gastro- 


intestinal x-ray  diagnostic  tests  if 
drug  is  continued.  Pyrazole  com- 
pounds may  potentiate  the  pharma- 
cologic action  of  sulfonylurea, 
sulfonamide-type  agents  and  insulin 
Carefully  observe  patients  receiving 
such  therapy.  Use  with  caution  in 
the  first  trimester  of  pregnancy  and 
in  patients  with  thyroid  disease. 

Precautions:  Before  prescribing, 
carefully  select  patients,  avoiding 
those  responsive  to  routine  meas- 
ures as  well  as  contraindicated 
patients  Obtain  a detailed  history 
and  a complete  phvsical  and  labora- 
tory examination,  including  a blood 
count  Patients  he'd  not  exceed 
recommended  dosage,  should  be 


closely  supervised  and  should  be 
warned  to  discontinue  the  drug  and 
report  immediately  if  fever,  sore 
throat,  or  mouth  lesions  (symptoms 
of  blood  dyscrasia);  sudden  weight 
gain  (water  retention),  skin  reac- 
tions, black  or  tarry  stools  or  other 
evidence  of  intestinal  hemorrhage 
occur  Make  complete  blood  counts 
at  weekly  intervals  during  early 
therapy  and  at  2-week  intervals 
thereafter  Discontinue  the  drug 
immediately  and  institute  counter- 
measures if  the  white  count  changes 
significantly,  granulocytes  decrease, 
or  immature  forms  appear.  Use 
greater  care  in  the  elderly  and  in 
hypertensives. 


Adverse  Reactions:  The  more 
common  are  nausea  and  edema. 
Swelling  of  the  ankles  or  face  may  I 
minimized  by  withholding  dietary  j1 
salt,  reduction  in  dosage  or  use  of f 
diuretics.  In  elderly  patients  and  ¡1 
in  those  with  hypertension  the  druc 
should  be  discontinued  with  the  ap- 
pearance of  edema.  The  drug  has  ' 
been  associated  with  peptic  ulcer 
and  may  reactivate  a latent  peptic 
ulcer. The  patient  should  be  in- 
structed to  take  doses  immediately 
before  or  after  meals  or  with  milk  tc 
minimize  gastric  upset.  Drug  rash  ■ 
occasionally  occurs.  If  it  does, 
promptly  discontinue  the  drug. 
Agranulocytosis,  exfoliative  derma- 


Sandy  sails  again! 
After  an  arthritic  flare-up. 

His  rheumatoid  arthritis  flared  out  of  aspirin  control. 

It  meant  weeks  of  pain,  stiffness, 
swelling  and  tenderness... and  a lot  of  sun  and  wind  that 
somebody  else  took  advantage  of. 

Next  time,  after  aspirin,  consider  Butazolidin  alka: 
prompt  anti-inflammatory  effectiveness 
short  trial  period 
low  maintenance  dosage 

usual  dosage:  1 capsule  q.i.d.  initially,  then  1 or  2 daily 

Butazolidin  alka 

100  mg.  phenylbutazone 

100  mg.  dried  aluminum  hydroxide  gel 

1 50  mg.  magnesium  trisilicate 


Serious  side  effects  can  occur. 

Select  patients  carefully  (particu- 
larly the  elderly)  and  follow  them 
closely  in  line  with  the  drug's  pre- 
cautions. warnings  and  contraindica- 
tions. Read  the  prescribing  informa- 
tion, It's  summarized  below. 


Stevens-Johnson  syndrome,  be  excluded. Thrombocytopenic 
s syndrome  (toxic  necrotizing  purpura  and  aplastic  anemia  may 
rmolysis),or  a generalized  occur.  Confusional  states,  agitation, 
ic  reaction  similar  to  serum  headache,  blurred  vision,  optic 
sss  may  occur  and  require  neuritis  and  transient  hearing  loss 
anent  withdrawal  of  medica-  have  been  reported,  as  have  hyper- 
4granulocytosis  can  occur  glycemia,  hepatitis,  jaundice,  hyper- 
;nly  in  spite  of  regular,  repeated  sensitivity  angiitis,  pericarditis  and 
al  white  counts.  Stomatitis  several  cases  of  anuria,  glomer- 
■arely,  salivary  gland  enlarge-  ulonephritis  and  hematuria  With 
may  require  cessation  of  treat-  long-term  use,  reversible  thyroid 
. Such  patients  should  not  hyperplasia  may  occur  infrequently, 
/e  subsequent  courses  of  the  Moderate  lowering  of  the  red  cell 
Vomiting,  vertigo  and  languor  count  due  to  hemodilution  may 
jccur.  Leukemia  and  leukemoid  occur. 

ions  have  been  reported  While  Dosage  in  Rheumatoid  Arthritis: 
efmitely  attributable  to  the  Initial : 3 to  6 capsules  dally  in  3 or  4 
a causal  relationship  cannot  equal  doses.  Trial  period:  1 week. 


Maintenance  dosage  should  not 
exceed  4 capsules  daily,  response  is 
often  achieved  with  1 or  2 capsules 
daily.  In  selecting  the  appropriate 
dosage  in  any  specific  case,  con- 
sideration should  be  given  to  the 
patient's  weight,  general  health,  age 
and  any  other  factors  influencing 
drug  response.  (B)46-070-C 
For  complete  details,  please  see  full 
prescribing  information. 

Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  NewYork  10502 


Iff  it  doesn't  work  in  a week,  forget  it. 
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Remember  how  greai 
milk  of  magnesia  tasted  ? 


Almost  as  good  as  castor  oil. 

But  now  you  can  spare  the 
taste  buds  and  spoil  the  patient  with  a 
modern  Dulcolax  tablet  or  suppository. 

And  Dulcolax  works  so  pre- 
dictably that  the  time  of  bowel  move- 
ment can  often  be  predicted.  Tablets 
taken  at  night  usually  produce  a bowel 
movement  the  following  morning. 
Suppositories  generally  work  in  15 
minutes  toan  hour. 


For  preoperative  preparation, 
a combination  of  tablets  at  night  and  a 
suppository  the  next  morning  usually 
cleans  the  bowel  thoroughly. 

Dulcolax  suppositories  may 
be  particularly  helpful  when  straining 
should  be  avoided,  as  in  postoperative 
care.  Keep  In  mind,  however,  that  the 
drug  is  contraindicated  in  the  acute  sur- 
gical abdomen. 

Dulcolax'. . . it’s  predictable 

bisacodyl 


lor  the  patient  who  has  “everything”. 


Cheracor Capsules 


Sor  temporary  relief  of  minor  aches, 
pains,  headache  and  stuffy  nose 

due  to  the  common  cold 


Each  capsule  contains: 

Chlorpheniramine  Maleate  2 mg. 

Orthoxine®  (methoxyphenamine) 

Hydrochloride  25  mg. 

Aspirin  324  mg.  (5  grs.) 

Caffeine  Anhydrous  32.4  mg.  [V2  gr.) 


Indications:  Temporary  relief  of  symptoms  of  com- 
mon cold.  Not  recommended  for  children  under  12 
years. 


Warnings:  Frequent  or  prolonged  use  may  cause 
nervousness,  restlessness  or  drowsiness.  Patients 
should  not  drive  or  operate  machinery  while  taking 
this  medication.  Use  with  caution  in  patients  with 
high  blood  pressure,  heart  disease,  diabetes  or  thy- 
roid disease. 

Dosage:  One  capsule  every  4 hours.  Not  more  than 
four  capsules  should  be  taken  in  24  hours. 
Supplied:  Available  in  packages  of  24  capsules. 


also  available: 

CheracoiD’ syrup 

for  temporary  relief  of  coughs  due  to 
common  colds  and  minor  throat  irritations 


Each  fluid  ounce  contains: 

Dextromethorphan  Hydrobromide  y,0  gr.  (60  mg.) 

Chloroform*  2 grs. 

Glyceryl  Guaiacolate  1%  grs. 

Ammonium  Chloride  8 grs. 

Antimony  Potassium  Tartrate  '/u  gr. 


Alcohol  3% 

with  white  pine  and  wild  cherry  bark 
•Some  loss  of  chloroform  is  unavoidable. 

Dosage:  Adults  -1  to  2 teaspoonfuls.  Children  6 to  12 
years  - Vz  to  1 teaspoonful.  Children  2 to  6 years -Vz 
teaspoonful.  Repeat  in  four  hours,  if  necessary,  but  not 
more  than  four  times  in  24  hours. 

This  preparation  should  not  be  administered  to  children 
under  two  years  of  age  unless  directed  by  a physician 
Supplied:  Bottles  of  2 and  4 fluid  ounces. 
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Upjohn 


Before  prescribing,  please  consult  complete  product  information,  a 
summary  of  which  follows: 

INDICATIONS:  Indicated  when  anxiety,  tension  and  apprehension  are 
significant  components  of  the  clinical  profile. 

CONTRAINDICATIONS:  Patients  with  known  hypersensitivity  to  the  drug. 
WARNINGS:  Caution  patients  about  possible  combined  effects  with 
alcohol  and  other  CNS  depressants.  As  with  all  CNS-acting  drugs,  caution 
patients  against  hazardous  occupations  requiring  complete  mental 
alertness  (e.g.,  operating  machinery,  driving).  Though  physical  and 
psychological  dependence  have  rarely  been  reported  on  recommended 
doses,  use  caution  in  administering  to  addiction-prone  individuals  or 
those  who  might  increase  dosage;  withdrawal  symptoms  (including 
convulsions),  following  discontinuation  of  the  drug  and  similar  to  those 
seen  with  barbiturates,  have  been  reported.  Use  of  any  drug  in 
pregnancy,  lactation,  or  in  women  of  childbearing  age  requires  that  its 
potential  benefits  be  weighed  against  its  possible  hazards. 

PRECAUTIONS:  In  the  elderly  and  debilitated,  and  in  children  over  six, 
limit  to  smallest  effective  dosage  (initially  1 0 mg  or  less  per  day)  to 
preclude  ataxia  or  oversedation,  increasing  gradually  as  needed  and 
tolerated.  Not  recommended  in  children  under  six.  Though  generally  not 
recommended,  if  combination  therapy  with  other  psychotropics  seems 
indicated,  carefully  consider  individual  pharmacologic  effects, 
particularly  in  use  of  potentiating  drugs  such  as  MAO  inhibitors  and 
phenothiazines.  Observe  usual  precautions  in  presence  of  impaired  renal 
or  hepatic  function.  Paradoxical  reactions  (e.g.,  excitement,  stimulation 
and  acute  rage)  have  been  reported  in  psychiatric  patients  and 
hyperactive  aggressive  children.  Employ  usual  precautions  in  treatment 
of  anxiety  states  with  evidence  of  impending  depression;  suicidal 
tendencies  may  be  present  and  protective  measures  necessary.  Variable 
effects  on  blood  coagulation  have  been  reported  very  rarely  in  patients 
receiving  the  drug  and  oral  anticoagulants;  causal  relationship  has  not 
been  established  clinically. 

ADVERSE  REACTIONS:  Drowsiness,  ataxia  and  confusion  may  occur, 
especially  in  the  elderly  and  debilitated.  These  are  reversible  in  most 
instances  by  proper  dosage  adjustment,  but  are  also  occasionally 
observed  at  the  lower  dosage  ranges.  In  a few  instances  syncope  has 
been  reported.  Also  encountered  are  isolated  instances  of  skin  eruptions, 
edema,  minor  menstrual  irregularities,  nausea  and  constipation, 
extrapyramidal  symptoms,  increased  and  decreased  libido — all  infrequent 
and  generally  controlled  with  dosage  reduction;  changes  in  EEG 
patterns  (low-voltage  fast  activity)  may  appear  during  and  after 
treatment;  blood  dyscrasias  (including  agranulocytosis),  jaundice  and 
hepatic  dysfunction  have  been  reported  occasionally,  making  periodic 
blood  counts  and  liver  function  tests  advisable  during  protracted  therapy. 


with  the  aid  of  antianxiety 

Librium® 

(chlordiazepoxide 

HCI) 

5-mg,  10-mg 
and  25-mg  capsules 


In  an  age  of  swift  change  and 
challenge,  susceptible  individuals 
may  experience  varying  degrees  of 
excessive  anxiety.  The  resulting 
emotional  stress  may  precipitate 
significant  functional  disorders  or 
complicate  existing  organic  disease. 
In  properly  individualized  main- 
tenance dosage,  Librium 
(chlordiazepoxide  HCI)  quickly 
helps  relieve  anxiety  and  appre- 
hension, provides  useful  adjunctive 
therapy  in  psychophysiologic 
disorders.  In  long  clinical  ex- 
perience, Librium  has  demonstrated 
a wide  margin  of  safety. 


Also  available: 

Libritabs® 

(chlordiazepoxide) 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc 
Nufley.  New  Jersey  07110 
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In  cystitis*  pyelitis^  pyelonephritis* 


Her  lifetime  may  be 
at  stake 

One  of  the  hazards  of  childhood  cystitis  is  the  threat  of  progressive 
renal  damage. 


The  tasteful  combination  of  banana,  raspberry,  and  mint  flavors  often 
makes  Furadantin  Oral  Suspension  easy  to  administer  to  children  who 
won't  or  can't  take  tablets  or  capsules. 


® 

Indications:  Furadantin  (nitrofurantoin)  is  indicated 
lor  the  treatment  of  pyelonephritis,  pyelitis,  and  cystitis 
due  to  E.  coli,  enterococci,  Staph,  aureus  or  a small 
percentage  of  strains  of  Pseudomonas,  when  demon- 
strated to  be  susceptible  by  in  vitro  susceptibility 
testing.  Also  for  treatment  of  such  infections  when  due 
to  some  susceptible  strains  of  Klebsiella-Aerobacter 
and  Proteus.  It  is  not  indicated  for  the  treatment  of 
associated  renal  cortical  or  perinephric  abscesses, 
systemic  infections,  prostatitis,  or  in  any  genitourinary 
tract  infections  other  than  pyelonephritis,  pyelitis,  or 
cystitis. 

Contraindications:  Anuria,  oliguria,  or  extensive 
impairment  of  renal  function  are  contraindications.  The 
drug  is  contraindicated  for  infants  under  one  month 
and  in  pregnant  patients  at  term.  The  drug  should  not 
be  administered  to  persons  who  have  shown  hypersen- 
sitivity to  nitrofurantoin. 

Warnings:  Furadantin  (nitrofurantoin)  may  cause 
hemolytic  anemia  of  the  primaquine  sensitivity  type, 
apparently  linked  to  a glucose-6-phosphate  dehydro- 
genase deficiency.  This  deficiency  is  found  in  10%  of 
Negroes  and  in  a small  percentage  of  ethnic  groups  of 
Mediterranean  and  Near-Eastern  origin.  Such  patients 
should  be  closely  observed  while  receiving  nitrofur- 
antoin. Discontinue  the  drug  at  any  sign  of  hemolysis. 
Hemolysis  ceases  on  withdrawal.  Superinfections  may 
occur,  most  commonly  due  to  Pseudomonas. 

Usage  in  Pregnancy:  Safe  use  during  pregnancy 
and  lactation  has  not  been  established.  The  drug  should 
not  be  used  in  women  of  childbearing  potential  unless 
the  expected  benefits  outweigh  the  possible  hazards. 

Precautions:  Peripheral  neuropathy  may  occur.  A 


Adequate  initial  therapy  with  Furadantin®  (nitrofurantoin)  Oral 
Suspension/Tablets  provides  the  antibacterial  action  needed 
to  adequately  treat  urinary  tract  infections.  It  is  effective 
against  a majority  of  urinary  tract  pathogens.* 

Furadantin  is  exceptionally  effective  against  E.  coli,  effective  against 
some  strains  of  Klebsiella-Aerobacter  and  Proteus;  however,  only  a 
small  percentage  of  strains  of  Pseudomonas  are  susceptible  to 
Furadantin.  •• 


fatality  has  been  reported.  Predisposing  conditions 
such  as  renal  impairment,  anemia,  diabetes,  electrolyte 
imbalance,  vitamin  B deficiency,  and  debilitating  dis- 
ease may  enhance  such  occurrence. 

Adverse  Reactions:  Nausea,  emesis,  and  diarrhea 
may  occur;  reduction  in  dosage  may  alleviate  these 
symptoms.  Sensitization  appearing  as  cutaneous  erup- 
tions or  pruritus  has  occurred.  Hypersensitivity  reac- 
tions resulting  in  nonfatal  anaphylaxis,  angioedema, 
pulmonary  infiltration  with  pleural  effusion,  and  eosin- 
ophilia  have  been  reported.  Other  possible  reactions 
are  chills,  fever,  jaundice,  asthmatic  symptoms,  and 
hypotension.  Occasionally,  headache,  dizziness,  nys- 
tagmus, vertigo,  drowsiness,  malaise  and  muscular 
aches  have  occurred.  Transient  alopecia  has  been  re- 
ported. Leukopenia,  including  granulocytopenia,  has 
been  reported  rarely.  The  blood  picture  has  returned 
to  normal  following  cessation  of  therapy.  As  with  other 
antimicrobial  agents,  superinfections  by  resistant  or- 
ganisms may  occur.  With  Furadantin  (nitrofurantoin), 
however,  these  are  limited  to  the  genitourinary  tract 
because  suppression  of  normal  bacterial  flora  else- 
where in  the  body  does  not  occur. 

Available:  Furadantin  (nitrofurantoin)  tablets  of  50 
mg.  and  100  mg.  Furadantin  (nitrofurantoin)  Oral 
Suspension  in  60  cc.  and  473  cc.  bottles. 

Eaton  Product  Identification:  50  mg.  tablets,  FO  1 ; 
100  mg.  tablets,  FO  2. 


Originators  and  Developers  of  The  Nitrofurans 

EATON  LABORATORIES 

Division  of  The  Norwich  Pharmacal  Company 

NORWICH,  NEW  YORK  13815 


Adequate  and  early  treatment  with 

FURADANTIN  (nitrofurantoin) 

Oral  Suspension /labials 

helps  prevent  acute  infection*  from  becoming  chronic 

•Cystitis,  pyelitis,  and  pyelonephritis  due  to  susceptible  organisms.  See  information 
concerning  susceptible  organisms  under  Indications  in  prescribing  information  above. 


for  the  debilitated 
geriatric  patient 


TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 


AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  Bu. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley,  New  Jersey  07110 


l\!o  matter  how  good 
your  present  anesthesia 
machine  is, 
the  Heidbrink’DM  5000 
is  better. 


Better  because 

no  tedious  calculations 
are  required. 

Built-in,  electrically  heated 
vaporizers  precisely  control 
agent  vapor  pressure. 

Long  scale  (11")  flowmeters 
are  calibrated  directly  in 
flow  rate  of 
gases  and  vapors. 
Static-dissipating  shield 
protects  flowmeters. 
Flowmeters  are 
compensated  for  ambient 
barometric  pressure  and 
are  insensitive  to  patient 
circuit  pressure  variations. 
Anesthesia  agents  may 
be  changed  in  “mid-stream.” 
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oxygen  flush  valve  are 
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front-mounted. 

Large  flat  surfaces  are 
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THE  ROLE  OF  SURGERY  IN  THE  TREATMENT 
OF  CORONARY  ARTERY  DISEASE 

\ 

Recently,  the  American  Heart  Journal  published 
an  editorial*  in  which  the  author  laments  that  re- 
vascularization surgery  is  in  “a  state  of  almost  total 
chaos.”  He  reports  that  there  is  general  disagree- 
ment among  surgeons  in  the  matter  of  technique,  that 
there  is  no  real  evidence  for  any  revascularization  claims, 
that  arteriographic  evidence  of  operative  success  is 
invalid.  He  also  implies  that  surgeons  do  not  appreciate 
how  coronary  circulation  differs  from  that  in  other 
parts  of  the  body.  This  devastation  of  coronary  artery 
surgery  is  climaxed  by  the  unfounded  suggestion  that 

I extracardiac  blood  provided  by  revascularization  pro- 
cedures may  in  fact  create  an  arteriovenous  fistula. 
The  disturbed  feelings  of  Dr.  Zimmerman,  and  the 
reproach  he  seems  to  cast  on  cardiovascular  surgeons, 
prompt  this  response  to  his  editorial. 

More  than  14,000  patients  have  been  studied  with 
Sones ’s  technique  of  selective  coronary  arteriography 
in  the  Cardiovascular  Laboratory  of  the  Cleveland 
Clinic.  More  than  2,700  patients  have  been  operated 
upon  with  both  the  direct  and  indirect  revascularization 
techniques.  This  experience,  plus  better  understanding 
of  the  pathological  problems  encountered,  have  in- 
creased the  yield  of  good  surgical  results  and  reduced 
the  risk  to  the  individual  patient.  Postoperative  eva- 
luation of  the  patients  is  undertaken  by  competent 
cardiologists,  and  the  results  are  presented  regularly 
at  appropriate  meetings  and  in  scientific  journals. 
The  Cleveland  Clinic  Hospital,  the  Cardiovascular  La- 
boratory, and  the  surgical  facilities  of  the  Cleveland 
Clinic  are  open  to  all  qualified  observers  who  are  in- 
terested in  these  aspects  of  ischemic  heart  disease. 

Objective  evaluation  of  the  patient  with  coronary 
artery  disease  requires  selective  coronary  arteriography. 
If  study  of  a symptomatic  patient  demonstrates  critical 
occlusion  of  a major  coronary  artery,  plus  demonstrable 
collateral  vessels,  one  can  assume  the  presence  of  a myo- 
cardial perfusion  deficit.  When  myocardial  revasculari- 
zation is  undertaken  under  these  circumstances,  post- 
operative arteriography  is  mandatory  for  objective  eva- 
luation of  the  result.  Arteriographic  proof  that  the 
pathological  ligature  has  been  removed  effectively  and 
myocardial  perfusion  has  been  restored  is  prima  facie 
evidence  that  the  needs  of  that  particular  individual 


* Zimmerman,  H.  A.  The  dilemma  of  surgery  in  the  treat- 
ment of  coronary  artery  disease  (editorial).  Amer.  Heart  J. 
77:  577,  1969. 


POINTS  OF  VIEW  ON  CORONARY 
ARTERY  SURGERY 


CORRESPONDENCE 

To  the  Editor: 

It  would  appear  that  my  editorial  “The  Dilemma 
of  Surgery  in  the  Treatment  of  Coronary  Artery  Di- 
sease” (Amer.  Heart  J.  77:  577,  1969)  has  given  rise 
to  a great  outpouring  of  catecholamines,  at  least  by 
one  cardiac  surgeon.  The  best  way  to  answer  Dr. 
Effler’s  colorful,  ridiculing,  and  factless  remarks  (Effler, 
D.  B.  The  role  of  surgery  in  the  treatment  of  corona- 
ry artery  disease.  Ann.  Thorac.  Surg.  8:  376,  1969) 
would  be  to  discuss  them  paragraph  by  paragraph. 

We  are  not  lamenting  that  revascularization  is  in  a 
state  of  chaos,  but  merely  stating  a fact  that  is  borne 
out  by  the  voluminous  literature  on  the  subject  and 
by  the  differences  of  opinion  among  experts  in  the 
field.  I have  no  disturbed  feelings,  and  I certainly 
cast  no  reproach  on  nor  bear  malice  toward  cardio- 
vascular surgeons.  I have  worked  daily  for  20  years 
with  one  of  the  finest  of  them,  and  I also  have  many 
good  friends  who  are  cardiovascular  surgeons. 

With  the  next  paragraph  of  Dr.  Effler’s  editorial 
I take  no  issue,  except  to  say  that  his  method  of 
appraisal  is  not  unique;  it  is  carried  out,  to  my  know- 
ledge, in  every  other  cardiovascular  center  in  this 
and  other  countries. 

I seriously  doubt  whether  anyone  can  assume  the 
presence  of  a myocardial  perfusion  deficit.  One  does 
not  “assume”;  he  must  present  scientific  fact  that 
this  is  so.  It  is  so  colorful  to  speak  of  “the  patho- 
logical ligature,”  but  is  not  the  whole  vessel  involved 
in  the  arteriosclerotic  procession,  some  areas  showing 
more  than  others?  Serial  sections  certainly  attest  to 
this,  prima  facie  evidence  to  the  contrary.  What  is 
the  proof  of  perfusion  adequacy?  In  my  editorial 
I pointed  out  that  coronary  artery  visualization  has 
three  major  limitations  insofar  as  the  study  of  coro- 
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have  been  met.  The  cardiologist  who  would  loudly 
deny  the  existence  and  the  validity  of  such  factual 
evidence  hy  refusal  to  examine  it  is,  in  my  opinion, 
allowing  emotion  to  prevail  over  scientific  evaluation. 

More  than  300  patients  have  undergone  direct  ar- 
terial surgery’  by  Fav aloro ’s  saphenous  vein  graft  tech- 
nique which  was  introduced  in  May,  1967.  The  arterio- 
graphic  evidence  that  establishes  the  potential  of  this 
direct  operative  approach  accumulates  with  each  passing 
week.  In  spite  of  this,  a few  die-hard  cardiologists  re- 
fuse to  admit  that  a major  coronary  artery  with  good 
runoff  potential,  relieved  of  a critical  proximal  obs- 
truction, can  provide  normal  or  nearly  normal  myo- 
cardial perfusion.  Critics  of  myocardial  revasculariza- 
tion constantly  harp  that  a coronary  artery  is  different 
from  its  femoral,  renal,  or  carotid  counterpart,  and  that 
surgical  reconstruction  is  therefore  inappropriate,  even 
though  postoperative  arteriography  shows  reconstruc- 
tion can  be  accomplished  without  great  difficulty  in 
well-selected  patients.  The  remarkable  subjective  im- 
provement that  follows  this  type  of  surgical  treatment 
is  disregarded  by  these  same  critics,  who  offer  instead 
the  time-honored  “pill  under  the  tongue  and  pat  on 
the  back.” 

At  first,  the  concept  of  myocardial  revascularization 
by  an  internal  mammary  artery  implant  was  difficult 
for  anyone  to  accept.  Today,  the  evidence  to  support 
Vineberg’s  hypothesis  is  inescapable.  The  first  arterio- 
graphic  evidence  of  working  internal  mammary  artery 
implants  was  provided  by  Sones  in  1962,  five  and  six 
years  after  the  implantations.  Yet  Dr.  Zimmerman  s 
editorial  suggests  that  for  the  occasional  arteriographi- 
cally  successful  implant  there  are  hundreds  of  incon- 
clusive results  or  blatant  failures.  Not  so!  More  than 
500  patients  who  underwent  mammary  artery  implan- 
tation procedures  at  the  Cleveland  Clinic  Hospital  have 
been  studied  by  coronary  and  mammary  arteriography 
a year  or  more  after  operation.  More  than  90  percent 
of  the  arterial  implants  in  this  series  are  patent,  and 
about  65  percent  of  them  show  communications  bet- 
ween the  systemic  artery  and  identifiable  coronary 
arteries.  The  contention  that  an  occasional  isolated 

good  result  is  bannered  as  proof  of  Vineberg’s  hypo- 
thesis and  is  used  to  justify  operation  on  large  groups 
of  patients  is  neither  factual  nor  fair.  Analysis  of  these 
angiographic  postoperative  studies  requires  a modest 
orientation  in  radiographic  interpretation— but  more 
important,  a qualified  critic  who  will  at  least  look  at 
the  evidence  before  passing  judgment. 

Revascularization  by  an  internal  mammary  artery 
implant  is  provided  by  direct  arteriolar  communica- 
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nary  circulation  is  concerned:  (1)  It  tells  nothing  j 
about  coronary  flow;  (2)  it  tells  nothing  about  the 
status,  anatomical  or  physiological,  of  the  small 


; i 


coronary  arterioles;  and  (3)  it  reveals  nothing  about  I 
the  perfusion  at  the  cellular  level.  Once  again,  no 
emotional  overlay  or  ridicule,  just  a statement  of  fact. 


Next,  I would  like  to  consider  this  statement  by  | 
Dr.  Effler:  “The  arteriographic  evidence  that  esta-  , 
Wishes  the  potential  of  this  direct  operative  approach 
accumulates  with  each  passing  week.  In  spite  of  this, 
a few  die-hard  cardiologists  refuse  to  admit  that  a 
major  coronary  artery  with  good  runoff  potential, 
relieved  of  a critical  proximal  obstruction,  can  provide 
normal  or  nearly  normal  myocardial  perfusion.”  In 
answer  to  this,  let  me  say  within  the  last  six  months 
I have  heard  Dr.  Vineberg  on  several  occasions  decry 
the  use  of  venous  grafts.  Let  me  further  state  that 
there  are  a great  many  thinking  cardiologists  who  have 
major  reservations  about  recommending  a revasculariza- 
tion procedure.  Dr.  Effler  has  not  read  our  editorial 
carefully.  We  stated  that  for  every  excellent  visualiza- 
tion of  an  entire  coronary  artery  being  supplied  by 
an  implant,  there  are  hundreds  that  do  not  show  this. 
Again,  a pure  statement  of  fact. 


Apparently  Dr.  Effler  did  not  understand  our  point 
about  contrast  injection  into  a coronary  artery.  I stated 
that  4 to  6 cc.  injected  into  a coronary  artery  or  internal 
mammary  artery  in  1 to  1 1/2  seconds  under  pressures 
several  times  normal  perfusion  pressure  (6  cc.  X 60  se- 
conds = 360  cc.  per  minute)  was  greater  than  the  entire 
coronary  flow  through  both  coronary  arteries.  I still 
feel  that  this  is  a factual  and  valid  statement  and  cannot 
be  met  by  a mere  attempt  at  ridicule.  To  the  cardio- 
logist, the  capricious  changes  that  occur  in  T waves 
are  not  necessarily  valid  for  additional  perfusion. 


Dr.  Effler  also  states:  “On  a number  of  occasions, 
injections  of  contrast  medium  into  working  implants 
have  produced  ventricular  fibrillation,  and  one  can  only 
conclude  that  the  contrast  material  reached  cellular 
myocardium  in  a reasonably  direct  fashion.  My  as- 
sociates Drs.  M.  A.  Demany  and  A.  Alan  Tambe  have 
done  over  2,500  coronary  visualizations  with  25,000 
injections  into  the  coronary  arteries,  and  to  date  they 
have  had  not  one  case  of  ventricular  fibrillation. 
This,  we  believe,  is  due  to  the  technique  and  the  con- 
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tion  between  the  side  branches  of  the  internal  mam- 
mary artery  and  arterioles  of  equivalent  size  from  the 
obstructed  coronary  artery.  The  end  result  is  not 
unlike  that  provided  by  saphenous  vein  bypass  graft- 
arterial  blood  from  the  systemic  artery  enters  the 
distal  part  of  the  obstructed  coronary  artery  by  ar- 
I terioral  communications,  and  frequently  relieves  the 

I symptomatic  myocardial  perfusion  deficit.  Never- 
theless, the  dedicated  critic  of  revascularization  sur- 
gery, who  will  not  review  the  cumulative  evidence  of 
implant  success,  challenges  internal  mammary  arterio- 
graphy as  a means  of  establishing  postoperative  success 
or  failure.  The  latest  party  line  among  the  detrac- 
tors claims  that  small  amounts  of  contrast  material 
injected  under  high  pressure  produce  an  illusion  of 
internal  mammary  artery— coronary  artery  communica- 
tion. This  claim  disregards  the  frequent  observations 
of  T-wave  changes  seen  on  the  electrocardiographic 
monitor  after  contrast  material  has  been  injected  into 
a working  implant;  these  are  the  identical  changes  that 
follow  direct  injection  of  the  coronary  artery  itself. 
On  a number  of  occasions,  injections  of  contrast 
medium  into  working  implants  have  produced  ventri- 
cular fibrillation,  and  one  can  only  conclude  that  the 
contrast  material  reached  cellular  myocardium  in  a rea- 
sonable direct  fashion.  Opacification  of  a recognizable 
coronary  artery  segment  and,  later,  of  the  mayor 
coronary  veins  after  the  injection  of  contrast  material 
into  a working  internal  mammary  artery  implant  must 
be  considered  admissible  evidence  of  true  myocardial 
revascularization. 

The  current  status  of  revascularization  surgery  is 
less  experimental  than  it  is  developmental.  The  cri- 
tical medical  mind  should  not  be  disturbed  by  the  fact 
that  a number  of  procedures  of  doubtful  or  uncertain 
value  are  being  advocated  for  clinical  application.  The 
development  of  any  new  field  in  medicine  or  surgery 
demands  exploration  of  dimly  lit  paths  that  may  prove 
to  be  blind  alleys.  Until  the  basic  pathological  pro- 
cess that  results  in  coronary  arterial  obstruction  can 
be  prevented  or  reversed;  there  will  be  a need  for  myo- 
cardial revascularization.  Surgical  efforts  to  augment 
an  inadequate  myocardial  perfusion  will  not  alter  the 
I underlying  coronary  arterial  degeneration.  Surgical 
i treatment  is  directed  toward  the  preservation  and  the 
I rehabilitation  of  ischemic  myocardium.  Myocardial 
revascularization,  initiated  only  a decade  ago,  resulted 
i from  the  introduction  of  a realistic  diagnostic  procedure 
that  could  define  the  needs  of  the  individual  patient 
and  demonstrate  effectively  the  postoperative  results. 
Enthusiasm  for  revascularization  surgery  is  increasing. 


Dr.  Zimmerman 

trast  agent  used.  Incidentally,  we  have  see  T wave 
inversion  only  once  in  75  cases  in  which  renographin 
was  injected  into  the  internal  mammary  artery. 

I also  tried  to  point  out  in  my  editorial  that  in 
strict  evaluation  of  coronary  perfusion,  one  must 
consider  the  atrioluminal,  sinusoidal,  thebesian,  and 
Wern  vessels,  which  make  the  coronary  circulation 
different,  at  least  to  anatomists,  physiologists,  and 
cardiologists.  During  coronary  arteriography,  we  are 
to  opacify  satisfactorily,  with  hand  injection,  the  distal 
part  of  a coronary  artery  which  shows  practically 
total  occlusion  at  the  mid  or  proximal  level.  Does 
this  mean  that  enough  blood  goes  through  the  obs- 
tructed area?  (The  blood  flow  measured  during 
operation  turns  out  to  be  5 to  6 cc.  per  minute). 

Some  patients  we  study  have  tremendous  collateral 
network  with  complete  reconstruction  of  a major  vessel, 
and  yet  they  are  practically  bedridden  and  in  intract- 
able failure.  Are  these  collaterals  truly  aiding  them? 
By  the  same  token,  we  have  seen  severe  coronary 
artery  disease  with  a normal  cardiac  size,  good  left 
ventricular  contractions,  and  normal  end-diastolic  pres- 
sure. Where  does  the  blood  supply  come  from? 

Again,  the  critical  medical  mind  will  approach  the 
revascularization  of  the  heart  knowing  that  there  exist 
no  objective  criteria  by  which  to  judge  whether  ade- 
quate coronary  perfusion  occurs  from  any  revasculari- 
zation procedure.  What  is  the  normal  flow  through 
an  internal  mammary  artery?  How  much  additional 
blood  is  supplied  to  the  myocardium? 

In  our  postoperative  studies  of  more  than  75  pa- 
tients who  have  undergone  revascularization  procedures, 
why  is  it  that  some  of  the  most  dramatic  clinical 
improvement  has  occurred  in  patients  whose  internal 

mammary  artery  transplants  are  completely  throm- 
bosed at  the  time  of  study?  Until  objective  studies 
proving  the  efficacy  of  revascularization  are  forth- 
coming, we  believe  one  should  approach  very  cautious- 
ly the  problem  of  alleged  surgical  results. 

Henry  A.  Zimmerman,  MD 
250  Hanna  Bldg. 

Cleveland,  Ohio  44115 
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There  is  always  concern  that  undisciplined  partici- 
pation may  adversely  affect  the  current  trend.  There 
is  little  likelihood  that  this  will  happen  as  long  as 
myocardial  revascularization  is  undertaken  as  a team 
effort  by  qualified  surgeons  and  cardiologists— and 
the  results  of  those  efforts  are  available  for  all  to  see. 

Donald  B.  Effler,  MD 
Cleveland,  Ohio 
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URGENCIAS  PEDIATRICAS 
( Bosquejos  Terapéuticos ) 
fR  AT  AMIENTO  DEL  ATAQUE  AGUDO  DE  ASMA 


Manuel  E.  Soto  Viera,  MD 
Pedro  M.  Mayol,  MD 


DEFINICIONES 

Entendemos  por  ataque  agudo  de  asma  la  crisis  de  disnea 
espiratoria  con  sibilancias  difusamente  repartidas  por  ambos 
campos  pulmonares,  que  sobreviene  comúnmente  en  niños 
de  constitución  atópica.  Ese  ataque  puede  ser  el  primero 
en  un  infante  o niño  libre  hasta  entonces  de  episodios 
disneicos.  Su  substrato  histofisiopatológico  es  el  espasmo 
bronquial  generalizado  reversible,  el  edema  de  la  mucosa 
y la  hipersecreción  de  moco  por  las  glándulas  bronquiales; 
su  substrato  funcional,  tal  como  lo  expresa  la  prolongación 
de  la  fase  espiratoria,  es  el  atrapamiento  de  aire  y la  hipo- 
ventilación  de  los  alvéolos.  Estos  dos  factores  provocan 
alteraciones  muy  graves  de  la  hematosis. 

Ataque  agudo  de  asma  no  quiere  decir  estado  de  mal 
asmático  (“status  asthmaticus”).  El  “status”  es  la  insu- 
ficiencia respiratoria  aguda  refractaria  al  tratamiento  previa- 
mente emprendido,  en  particular  con  adrenalina.  Se  mani- 
fiesta como  “fallo  respiratorio”:  el  atrapamiento  de  aire 
y la  hipoventilación  alveolar  se  agravan;  la  aireación  de  la 
sangre  en  los  pulmones  está  impedida.  Esa  situación  afecta 
directamente  la  ventilación,  distribución,  difusión  y circulación 
de  oxígeno.  De  ahí  que  el  principal  objeto  del  tratamiento 
del  bebé,  infante  o niño  con  un  ataque  agudo  de  asma  sea 
prevenir  que  se  instale  el  estado  de  mal. 

El  ataque  agudo  de  asma  plantea  un  diagnóstico  diferen- 
cial con  otras  afecciones,  notoriamente  con  los  cuerpos  ex- 
traños, la  bronconeumonía  y la  bronquiolitis  agudas.  Supo- 
nemos que  el  diagnóstico  de  aana  ha  sido  establecido  al 
fijar  las  siguientes  pautas  terapéuticas: 

MEDIDAS  ESPECIFICAS  (Ver  Tabla  I para  posología 
y vías  de  administración) 

A.  Simpaticomiméticos 


Preparado  por  la  Oficina  de  Pediatría  Regional  del  Hospital 
Universitario  con  el  asesoramiento  de  la  Sección  de  Neumo- 
logía,  Servicio  de  Pediatría,  Hospital  Universitario. 

Dirija  su  solicitud  de  reimpresos  o pida  referencias  perti- 
nentes a: 

Dr.  Manuel  E.  Soto  Viera, 

Oficina  de  Pediatría  Regional, 

Hospital  Universitario,  Centro  Médico,  00935 
o a: 

Dr.  Pedro  M.  Mayol, 

Jefe,  Sección  de  Neumología, 

Servicio  de  Pediatría, 

Hospital  Universitario,  Centro  Médico,  00935 


1.  Adrenalina  - Droga  de  elección,  en  solución 
acuosa  al  1:1000.  También  se  emplea  la  suspensión 
ó 1:200  (Sus-Phrine)  en  los  casos  menos  a didos  o para 
consolidar  la  mejoría  que  de  primera  intención  puede 
esperarse  con  la  solución  acuosa  al  1:1000.  La  adrena- 
lina en  aceite  no  debe  emplearse  (el  niño  puede  ser 
alérgico  al  aceite  de  maní,  vehículo  de  esa  preparación). 

2.  Efedrina  (sulfato  de)  - Menos  eficaz  que  la 
adrenalina  pero  de  acción  más  prolongada. 

3.  Isoproterenol  - No  se  recomienda  para  el  ataque 
agudo  de  asma  por  requerirse  una  posología  exacta, 
tanto  más  exacta  cuanto  más  joven  es  el  niño,  que  no 
se  logra  al  dar  isoproterenol  por  las  vías  sublingual  o 
intestinal  por  ser  su  absorción  variable  e incierta.  Al- 
gunos la  emplean  en  aerosol,  particularmente  cuando  el 
paciente  no  responde  bien  a la  adrenalina,  pero  se  han 
expuesto  casos  de  muerte  súbita  debida  al  isoproterenol. 

Esta  droga  puede  ser  útil  en  el  acceso  leve  de  asma.  Poso- 
logía en  esa  situación:  0.4  mg/kg/día,  a dividir  en  3 dosis 
y dar  p.  o.  q 8 hrs.  Varias  preparaciones  farmacéuticas  con- 
tienen isoproterenol,  pero  son  mezclas  de  fármacos  y al 
usarlas  se  incurre  rl  riesgo  de  provocar  los  efectos  adversos 
de  una  o más  drogas  cuando  en  realidad  se  persigue  lo  prove- 
choso de  una  sola. 

B.  Xantinas:  teofilina  y aminofilina.  (Ver  Tabla  I.) 

La  aminofilina  contiene  80  porciento  de  teo- 
filina. Acción  músculotrópica  directa  en  el  músculo 
liso  de  los  bronquios.  Toxicidad  marcada:  antes  de 
emplearla,  cerciorarse  que  el  paciente  no  la  ha  recibido 
durante  las  12  horas  previas.  Si  se  le  ha  dado,  averiguar 
cuánto.  Recordar  que  muchas  preparaciones  farma- 
céuticas y muchos  de  los  llamados  “patentizados” 
contienen  aminofilina.  La  intoxicación  por  amino- 
filina es  causa  importante  de  muerte  en  los  bebés, 
infantes  y niños  asmáticos.  Cuando  se  da  por  boca 
es  preferible  usar  preparaciones  sencillas,  o sea,  que 
no  contengan  aminofilina  mezclada  con  otras  drogas 
(ver  Tabla  II). 

MEDIDAS  GENERALES 

A.  Hidra tación 

A evaluar  siempre.  Si  el  paciente  vomita  o si 
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TABLA  I:  DROGAS  ESPECIFICAS  PARA  EL  ATAQUE  AGUDO  DE  ASMA 


Droga 

Vía  de 

Administración 

Posología 

Riesgos 

Contraindicaciones 

Adrenalina 

1:1000 

S.C. 

0.05  ml/kg  q 20  min.  x 3 

Efectos  adversos: 

A emplear  con  / 

acuosa 

dosis  sin  sobrepasar  0.5  mi 
(dosis  total);  esperar  4 horas 
antes  de  recomenzar 

1)  'V  '*  . 

taquicardia,  vómitos, 
palidez,  dolor  de  ca- 
beza ( transitorios;  no 
confundir  con  “alergia” 
ni  llamarles  “reacción 
alérgica  a la  adrenalina”, 
error  en  que  caen  muchos 
padres).  En  algunos  casos 
puede  haber  arritmias 
cardíacas,  taquicardia 
paroxística,  edema  agudo 
pulmonar. 

prudencia  en  pacientes 
digitalizados,  hiperten- 
sos,  hipertiroideos 

1:200 

suspensión 

s.c. 

0.005  ml/kg  q 8-12  hrs.  sin 
sobrepasar  0.2  mi;  (dosis  in- 
dividual); la  primera  dosis 
puede  darse  en  substitución 
de  la  3ra  de  adrenalina  acuosa 

Idem;  evitar  emplearlo  en 
los  procesos  asmáticos 
crónicos 

Efedrina 

sulfato 

p.o. 

3 mgs/kg/dia  a dividir  en  6 
dosis (q  4 hrs.) 

Similares  a los  de  la 
adrenalina.  Otros 
efectos  adversos:  irri- 
tabilidad, insomnio  (por 
estimulación  S.  N.  C.) 

Similares  a las  de  la  adrena- 
lina. Potencializa  la  acción 
de  la  aminofilina 

Isoproterenol 

1:200 

inhalación  ( aerosol) 

0.25-0. 5ml  en  1.5ml.  de  so- 
lución salina  normal  q 4 hrs. 

Similares  a los  de  la 
adrenalina,  pero  causa 
hipotensión  (no  hiper- 
tensión) 

Similares  a las  de  la  adre- 
nalina. Desalentar  el  uso 
de  aerosoles,  y,  sobre  todo,  ■ 
de  inhaladores  manuales 
(“de  bolsillo”):  se  han 
informado  casos  de  muerte 
súbita  (cf.  artículos  citados 
en  referencias) 

Aminofilina 

i.v. 

4 mgs/kg/dosis  q 8 hrs. 

Irritabilidad,  convul- 
siones, coma;  vómitos, 
hematémesis,  shock; 
bradicardia,  isquemia 
del  miocardio  paro  car- 

Emplear  vía  i.v.  preferen- 
temente en  gota  a gota 
lento  y bajo  vigilancia. 
Verificar  siempre  dosis 
previas  recibidas  por  el 

p.o. 

rectal 

5 mg/kg/dosis  q 8 hrs. 

6 Aig/k‘g/(lósis  q 8 hrs. 

díaco. 

.•V  • * 

paciente  durante  el  ataque 
agudo  de  asma  que  le  trae 
a tratamiento. 

(.on  demasiada  frecuencia  todavía  se  emplea  el  anticuado  sistema  de  los  boticarios  al  prescribir  adrenalina;  recordar,  si  se  emplea,  que 
l mínima  - 0.0 6 mi.  - En  este  bosquejo  no  se  menciona. él  tratamiento  de  la  acidosis  respiratoria  ni  el  uso  de  esteroides  por  considerar 
que  corresponden  a una  condición  más  grave  que, el  ataque  agudo  de  asma  y lo  a su  asistencia  en  un  medio  especializado.  - No  olvidar 
que  las  siguientes  drogas  están  contraindicadas  en  el  tratamiento  del  ataque  agudo  de  asma:  opiáceos  (morfina,  meperidina  - Demerol  -), 
atropínicos,  antihistamínicos,  barbitúricos. 


Bol.  Asoc.  Méd.  P.  Rico 

Febrero  1970  Urgencias  Pediátricas  39 
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TABLA  II:  BRONCODILATADORES  EN  PREPARACIONES  SENCILLAS 


Droga  y su  Nombre  Comercial 

Casa  Farmacéutica 

Presentación 

Concentración  (por  cdta.) 

Elixofilina  (Teofilina) 

Cooper 

Elíxir 

27  mgs. 

Quibron  (Teofilina) 

Mead  Johnson 

Elíxir 

50  mgs. 

Brondecon  (Oxtrifilina) 

Warner  Chilcott 

Elíxir 

100  mgs. 

TABLA  III:  ERRORES  MAS  FRECUENTES  A EVITAR  EN  EL  TRATAMIENTO 
DEL  ATAQUE  AGUDO  DE  ASMA 


1.  No  tomar  en  cuenta  que  suele  repetir,  y,  por  tanto,  olvidar  la  prevención  de  su  recurrencia. 

2.  Abusar  de  las  medidas  específicas: 

a)  de  los  simpaticomiméticos(cf.  sus  efectos  adversos) 

b)  de  la  aminofilina: 

no  preguntar  si  el  paciente  la  ha  recibido  en  las  12  horas  que  preceden; 

darla  a dosis  excesivas; 

darla  por  diferentes  vías  simultáneamente; 

si  por  vía  rectal,  y en  caso  que  haya  que  partir  los  supositorios  por  la  mitad,  no  indicar  que  se  partan  a lo 
largo  (la  droga  se  concentra  en  el  cabo  ancho  del  supositorio); 
si  por  vía  i.  v.,  darla  rápidamente  (en  menos  de  10  minutos)  y/o  en  gota  a gota  sin  vigilancia. 

3.  Emplear  y abusar  de  las  mezclas  de  drogas;  continuar  dándolas  a pesar  de  que  no  se  produce  mejoría. 

4.  Emplear  las  drogas  contraindicadas:  opiáceos;  atropínicos,  antihistamínicos,  barbitúricos. 

5.  Tratar  al  paciente  en  un  recinto  (dormitorio,  cuarto  de  hospital)  donde  no  se  han  eliminado  alérgenos  tales  como  : 

almohadas  de  plumas  o de  guano,  polvo  casero,  juguetes  de  felpa,  colchas  de  peluza,  animales  domésticos 
en  la  habitación,  etc. 


por  vía  rectal.  Un  jarabe,  el  Noctec  (Squibb),  con- 
tiene 500  mgs  por  cucharadita  (100  mgs  por  mi.). 
La  posología  anterior  puede  también  recordarse  como 
sigue:  1.5  mis  (150  mgs)  cada  6 ú 8 horas  por  cada 
10  kgs  (22  lbs.)  de  peso,  sin  exceder  5 mis  (500  mgs.). 
Efectos  adversos  del  hidrato  de  doral:  depresión  res- 
piratoria, hipotensión  arterial,  vasodilatación,  cianosis, 
hipotermia,  delirio  o estupor. 

D.  Vigilancia  de  los  signos  generales  (T,  P,  R,  PA): 
la  taquipnea  superior  a 50  respiraciones/min.  debe  ser 
causa  de  mucha  preocupación.  Se  tratará  cualquier 
infección  asociada. 

E.  Otras  medidas  (ver  también  la  Tabla  III) 

1.  Radiografías  de  tórax  si  necesario;  2,  Prueba 
de  tuberculina  (PPD,  técnica  de  Mantoux);  3.  Prueba 
del  sudor,  si  otros  signos  sugieren  el  diagnóstico  de 


tiene  mucha  taquipnea  se  prefiere  hidratar  por  vía 
endovenosa.  Si  el  paciente  no  está  vomitando  se  le 
ofrecerán  líquidos  p.  o.  que  le  obliguen  a orinar  aproxi- 
madamente cada  3 horas,  pero  no  se  le  darán  bebidas 
gaseosas  que  contengan  “cola”  (el  niño  puede  ser 
alérgico  a esta  substancia ). 

B.  Oxígenoterapia 

Oxígeno  húmedo,  de  7 a 11  1/min.  Se  pre- 
fiere la  tienda  de  oxígeno  o “Croupette  porque 
alarman  menos  a los  niños. 

C.  Sedación 

Evítese  por  el  riesgo  de  depresión  respiratoria 
(aumenta  la  hipoventilación  alveolar).  Si  el  niño 
se  agita  intensamente,  emplear  el  hidrato  de  doral, 
no  los  barbitúricos.  Posología  del  hidrato  de  doral: 
15  mgs/kg /dosis  q 6-8  horas  p.  r.  n.,  por  boca  o 
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mucoviscidosis;  4.  Investigar  qué  papel  pueden  desem- 
peñar ios  diversos  facto  re  s alergénicos;  5.  Indagar  sobre 
el  cuadro  psicoemocional  del  paciente,  sin  dejar  de 
tener  en  cuenta  la  repercusión  del  tratamiento  y de 
los  tratantes  en  ese  cuadro;  6.  Dieta  según  el  paciente 
!a  tolere;  inicialmente,  por  lo  general,  será  blanda  con 
ingestión  liberal  de  líquidos. 

TRATAMIENTO  ULTERIOR 

A .Expectorantes:  yoduro  de  potasio  (300  mgs  p.  o.,  t.  i.  d., 
en  los  niños  mayores  de  6 años),  pero  puede  causar  bocio,  y, 
en  los  adolescentes,  agravar  un  acné. 

B . Broncodilatadores:  a mantenerlos  mientras  haya  signos 
de  obstrucción  bronquial.  Es  importante  darlos  con  regularidad 
(cada  6 u 8 horas). 

C.  A n tih istam i nicos  y descongestionantes  nasales:  útiles  úni- 


camente en  esta  fase  ulterior  o cuando  el  paciente  tiene  síntomas 
muy  leves.  Proscritos  del  tratamiento  del  ataque  agudo  (los 
antihistamínicos  secan  las  secreciones  del  árbol  respiratorio 
y estorban  su  eliminación). 

D.  Tratamiento  de  la  condición  alérgica:  dar  instrucciones 
para  eliminar  el  polvo  casero  y otros  alérgenos  del  ambiente 
donde  reside  el  niño,  ante  todo,  de  su  dormitorio.  En  los 
casos  rebeldes  o intensos,  referir  en  consulta  al  alergista 
para  un  posible  tratamiento  de  hiposensibilización.  El  tra- 
tamiento del  niño  asmático  conlleva  tres  acciones  funda- 
mentales: (1)  aislarlo  del  ambiente  alergénico,  (2)  dar  terapia 
de  sosten  y (3)  hiposensibilizarlo.  El  médico  responsable  | 
del  paciente  muy  bien  puede  ayudarlo  con  las  dos  primeras. 

E.  Tratamiento  de  las  parasitosis  intestinales:  particular- 
mente de  los  parásitos  que  en  su  fase  larval  migran  por  los 
pulmones  (en  nuestro  medio:  A.  lumbricoides,  N.  americanus, 

S.  stercoralis). 


THE  RELATIONSHIP  OF  IDIOPATHIC 
THROMBOCYTOPENIC  PURPURA  AND 
SYSTEMIC  LUPUS  ERYTHEMATOSUS 


Enrique  O.  Horta,  MD 
Esther  N.  González-Parés,  MD 
Enrique  Pérez-Santiago,  MD 


Systemic  lupus  erythematosus  (SLE)  is  a multi- 
system disease  of  protean  manifestations  and 
unknown  etiology.  Its  diagnosis  has  been  consistently 
based  on  the  clinical  picture.  Laboratory  tests  and 
histochemical  techniques  developed  in  the  last  20 
years  have  been,  also  of  significant  help  in  the  diagnosis 
of  the  disease.  The  disease  is  classically  characterized 
by  skin,  joints,  and  renal  involvement,  and  its  hema- 
tologic manifestations  are  varied. 

One  of  the  most  interesting  features  of  systemic 
lupus  erythematosus  is  thrombocytopenia.  Since  the 
first  descriptions  given  by  Kaposi  in  1872  (1),  Osier 
in  1895  (2),  Fordyce  in  1899  (3),  and  Libman  and 
Sacks  in  1924  (4),  the  appearance  of  purpura  with  or 
without  thrombocytopenia,  in  a patient  with  SLE,  has 
been  recognized  as  part  of  the  syndrome.  The  relation- 
ship of  idiopathic  thrombocytopenic  purpura  (ITP)  and 
SLE,  or  the  development  of  SLE  following  ITP  before 
or  after  splenectomy,  was  first  reported  by  Lyon  in 
1933  (5).  He  described  a 12-year  old  boy  with  ITP 
and  leukopenia  who  subsequently  developed  skin  le- 
sions typical  of  SLE.  In  1936,  Jones  and  Tocantins  (6) 
described  a patient  who  developed  the  full  picture  of 
SLE  five  months  after  splenectomy  for  ITP.  They  also 
reported  another  patient  with  chronic  ITP  of  3 years 
duration  who  then  developed  SLE.  Since  then,  the 
relationship  of  both  diseases  has  been  the  subject  of 
multiple  reports  (7,  8,  9,  10,  11).  Thus,  in  any  patient 
who  develops  ITP  the  following  questions  arises:  is  the 
thrombocytopenic  purpura  the  initial  manifestation  of 
SLE,  or  is  it  truly  ITP? 

It  is  the  purpose  of  this  study  to  analyze  the  inci- 
dence of  SLE  in  a series  of  patients  who  initially  had 
a disease  indistinguishable  from  idiopathic  thrombo- 
cytopenic purpura. 


From  the  Hematology  Section  and  the  Rheumatology 
Section  of  the  Department  of  Medicine  of  the  University 
Hospital,  School  of  Medicine,  San  Juan,  Puerto  Rico.  This 
study  was  supported  by  the  NIH  Hematology  Training  Grant 
No.  Tl  AM  5302  and  the  NIH  Arthritis  Training  Grant  No. 
5104-09. 


Materials  and  Methods 

All  the  patients  who  were  diagnosed  as  idiopathic  thrombo- 
cytopenic purpura  at  the  University  (District)  Hospital,  School 
of  Medicine  from  June  1958  to  June  1967  are  included  in  this 
study.  The  records  of  these  patients  were  reviewed  and  studied. 
The  clinical  picture  at  the  onset  of  the  disease,  laboratory 
studies,  clinical  course,  and  the  response  to  corticosteroid 
therapy  were  noted,  as  well  as  precipitating  conditions  and 
systemic  manifestations  before  and  after  the  diagnosis  of  ITP 
was  established.  Criteria  that  could  help  the  clinician  in  dif- 
ferentiating, at  the  beginning,  which  cases  were  merely  ITP 
and  not  SLE  with  thrombocytopenia,  were  specially  looked 
for. 

Seventy  four  patients  were  included  in  the  study.  Of  these, 
40  were  children  below  the  age  of  12  years  and  34  were  adults. 
The  histopathological  sections  of  the  spleen  of  those  patients 
who  underwent  splenectomy  were  reviewed.  The  platelet 
counts  were  performed  by  direct  methods  using  the  red  cell 
counting  chamber.  The  leukocyte  counts,  hemoglobin  de- 
terminations, latex  fixation  tests,  VDRL,  total  serum  proteins, 
serum  protein  electrophoresis,  and  Coomb’s  test  were  per- 
formed according  to  conventional  methods  described  else- 
where ( 12). 

The  criteria  for  the  diagnosis  of  idiopathic  thrombocytopenic 
purpura  included  a platelet  count  below  100,000  platelets/mm3, 
normal  leukocyte  and  differential  counts,  normal  red  cell 
morphology,  and  a normal  bone  marrow  with  normal  or 
increased  number  of  megakaryocytes  not  producing  platelets, 
or  with  a markedly  decreased  platelet  production. 

The  histopathologic  findings  in  the  spleen  were  considered 
compatible  with  ITP”  when  there  were  sinusoid  dilatation 
and/or  congestion,  follicular  hyperplasia,  non-specific  histio- 
cytosis in  the  absence  of  systemic  diseases,  and  no  evidence 
of  granulomata,  carcinoma,  cysts,  hemangiomas,  lymphoma,  or 
other  recognizable  disease  (13,  14,  15,  16). 

AU  those  patients  who  had  thrombocytopenia  for  less 
than  6 months  were  considered  to  have  acute  ITP.  Chronic 
ITP  was  considered  in  those  patients  in  whom  the  thrombo- 
cytopenia persisted  for  over  6 months,  or  that  invariably 
recurred  for  an  indefinite  number  of  times  for  over  one 
year  or  more. 

The  criteria  for  the  diagnosis  of  systemic  lupus  erythe- 
matosus included  involvement  of  at  least  three  organ  system, 
laboratory  or  typical  splenic  or  renal  microscopic  lesions, 
positive  antinuclear  antibody  fluorescence  test,  and  exclusion 
of  other  diseases  (17).  The  histo-pathologic  findings  in  the 
spleen  were  considered  “compatible  with  SLE”  when  there 
were  hematoxylin-stained  bodies  and  “well  marked”  peri- 
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arterial  fibrosis  and/or  fibrinoid  degeneration  of  the  splenic 
arterioles  (19).  The  L.E.  cell  preparations  were  performed 
according  to  the  method  described  by  Hargraves  (18)  and 
it  was  considered  positive  when  3 or  more  typical  L.E.  cells 
were  present  in  each  preparation.  The  antinuclear  antibody 
fluorescence  tests  were  performed  according  to  the  indirect 
method  of  Coons  (20)  and  it  was  considered  positive  when 
the  staining  gave  a fluorescence  of  1 + or  more.  The  inten- 
sity of  the  fluorescence  was  graded  from  f + to  4 +.  The 
fluorescence  patterns  observed  were  of  the  speckled,  diffuse 
and  peripheral  varieties. 

Results 

The  series  included  74  patients.  Forty  were  chil- 
dren below  the  age  of  12  years.  Of  these,  22  patients 
were  males  and  18  were  females.  Thirty  one  patients 
were  considered  to  have  acute  IIP,  divided  into  19 
males  and  12  females.  Nine  patients  were  considered 
chronic  ITP  cases  among  whom  3 were  males  and  () 
were  females.  The  results  of  the  initial  evaluation 
are  shown  in  tables  1 and  II.  The  hemoglobin  on 
admission  ranged  from  7.4  to  15.0  gm/  100ml.  with 
an  average  of  11.1  gm/100  ml.  The  average  leukocyte 
count  was  9,100  WBC/mm3  with  a range  of  4,900  to 
21,200  WBC/mm3.  The  initial  platelet  count  varied 
from  1,000  to  56,000  platelets/mm3,  with  an  average 
of  19,000  platelets/mm3.  The  L.E.  ceil  preparation 
was  done  initially,  at  least  on  one  occasion,  in  7 of 
the  acute  cases  and  in  6 of  the  chronic  cases  and  in 
all  of  them  it  was  negative.  In  those  patients  in  whom 
the  latex  fixation  test,  VDRL,  total  serum  proteins, 
serum  protein  electrophoresis,  and  the  Coomb’s  test 
were  performed,  no  abnormalities  were  detected.  No 
evidence  of  hemolytic  anemia,  azotemia,  uremia,  or  any 
type  of  renal  disease  were  found  in  any  of  the  patients. 
The  9 patients  considered  to  have  chronic  ITP  were 
all  splenectomized  and  the  histopathology  of  the  splenic 
biopsy  was  considered  “compatible  with  ITP”  in  all 
of  them.  At  no  time  during  the  clinical  course  and 
follow  up  of  these  patients  was  evidence  present  of 
other  organ  system  involvement.  None  of  these 
children  has  developed  a clinical  picture  compatible 
with  SLE. 

Thirty  four  patients  were  adults.  Their  ages  varied 
from  13  to  75  years,  with  a mean  age  of  29  years. 
Twenty  nine  were  females  and  5 were  males.  Fourteen 
patients  had  acute  ITP  and  all  were  females.  Twenty 
patients  were  considered  to  have  chronic  ITP,  repre- 
sented by  15  females  and  5 males.  A non-specific 
illness  preceding  the  onset  of  purpura  was  present 
in  5 patients  with  acute  ITP  and  in  4 with  chronic 
ITP.  Splenomegaly  was  present  in  9 patients  (26.4 


percent),  out  of  whom  2 had  acute  ITP  and  7 had 
chronic  I IP. 


Rheumatologic  complaints  were  manifested  by  arth- 
ralgias and  arthritis.  Arthralgias  were  present  in  2 pa- 
tients with  acute  ITP  and  in  7 with  chronic  ITP. 
Arthritis  was  observed  in  two  patients  with  acute  ITP. 
Both  were  treated  successfully  with  salicylates  and 
they  haven’t  had  further  symptomatology.  Arthritis 
was  present  in  4 patients  with  chronic  ITP.  Of  these, 
3 patients  had  it  before  the  onset  of  thrombocytopenic 
purpura.  The  other  patient  developed  symptoms  3 
months  after  the  onset  of  purpura.  Two  of  these  pa- 
tients are  considered  cases  of  definite  SLE  and  the 
other  2 are  considered  cases  of  probable  SLE. 

In  the  group  of  adult  patients,  the  hemoglobin 
on  admission  ranged  from  3.0  to  14.4  gm/100  ml. 
with  an  average  of  11.7  gm/100  ml.  The  average 
leukocyte  count  was  10,200  WBC/mm3,  varying  from 
4,100  to  18,400  WBC/mm3.  The  initial  platelet  count 
varied  from  2,000  platelets  to  80,000  platelets/mm3, 
with  an  average  of  21,000/mm3.  The  L.E.  cell  pre- 
paration was  done  initially  in  10  of  the  acute  ITP 
patients  and  in  14  of  the  chronic.  In  all  of  them 
it  was  reported  negative.  There  are  2 patients  (FCO, 
MGP)  with  chronic  ITP  who  developed  a positive 
L.E.  cell  preparation  12  months  and  24  months  after 
the  diagnosis  of  ITP,  and  1 1 months  and  2 months 
after  splenectomy,  respectively.  These  2 patients  are 
considered  cases  of  definite  SLE.  The  latex  fixation 
test  was  performed  in  6 patients  and  was  positive  only 
in  one.  This  patient  is  a case  of  definite  SLE  (MGP). 
Hyperglobulinemia  was  found  in  3 patients;  one  pa- 
tient had  definite  SLE  and  the  other  2 had  evidence 
of  chronic  liver  disease.  In  those  patients  in  whom 
the  protein  electrophoresis,  VDRL,  and  Coomb’s  test 
were  performed,  no  abnormalities  were  found. 

The  antinuclear  antibody  fluorescence  test  (ANA) 
was  done  in  7 patients  and  it  was  positive  in  3.  Two 
patients  had  a strongly  positive  fluorescence  of  the 
peripheral  and/or  diffuse  staining  in  3 separate  oc- 
casions. Both  of  them  are  the  patients  with  definite 
SLE  (FCO,  MGP).  The  other  patient  (EAR)  with  a 
positive  ANA  test  showed  a slight  fluorescence  of 
the  speckled  and  diffuse  type  in  two  occasions.  This 
patient  also  has  evidence  of  chronic  liver  disease,  has 
not  been  splenectomized,  and  is  considered  a case  of 
truly  ITP.  The  results  of  clinical  evaluation;  distri- 
bution of  cases,  and  laboratory  data  are  summarized 
in  Tables  II  and  III. 

In  the  group  of  adult  patients  with  chronic  ITP, 
15  were  splenectomized  because  of  equivocal  response 
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TABLE  I:  CLINICAL  AND  LABORATORY  DATA  IN  CHILDREN  WITH  I T P 


Patients 

Age 

Sex 

Hemoglobin 
(Cm/100  ml) 

WBC/mm3 

Platelets 
(mm3  ) 

LE  Cell 
Preparation 

1-FAV 

18  mo. 

M 

9.7 

11,300 

40,000 

ND 

2 - NTP 

7 yrs. 

M 

8.0 

8,500 

40,000 

ND 

3 -OCA 

6 mo. 

M 

12.4 

11,000 

12,000 

ND 

4-  IRR 

2 yrs. 

F 

11.8 

21,200 

8,000 

ND 

5-NRR 

2.5  yrs. 

F 

10.2 

5,300 

4,000 

ND 

6-JGH 

3.5  yrs. 

M 

10.2 

8,800 

6,000 

ND 

7-BMR 

5 yrs. 

F 

12.8 

9,400 

50,000 

ND 

8-CRR 

5 yrs. 

F 

8.9 

13,900 

16,000 

ND 

9-HRO 

7 yrs. 

M 

9.4 

10,000 

6,000 

ND 

10-LGF 

7.5  yrs. 

M 

11.6 

9,100 

7,000 

ND 

11-JRR 

7 yrs. 

M 

7.6 

12,400 

10,000 

ND 

12-RMG 

18  mo. 

M 

8.7 

6,700 

56,000 

ND 

13-ABO 

2 yrs. 

F 

10.0 

11,900 

4,000 

ND 

14-FDG 

2.5  yrs. 

M 

11.4 

10,000 

8,000 

ND 

15-NRR 

3 yrs. 

F 

10.0 

9,000 

2,000 

ND 

16-ROR 

3 yrs. 

M 

11.7 

6,400 

23,000 

Neg. 

17-VAR 

4 yrs. 

M 

8.2 

15,000 

40,000 

Neg. 

18-JAF 

4 yrs. 

M 

14.2 

7,900 

14,000 

Neg. 

19-EBC 

4 yrs. 

M 

12.0 

5,000 

1,000 

ND 

20-EGH 

4 yrs. 

F 

12.0 

7,200 

15,000 

Neg. 

21-ARM 

4.5  yrs. 

M 

7.4 

11,000 

14,000 

ND 

22-JSS 

5 yrs. 

M 

11.6 

14,000 

49,000 

ND 

23-NCA 

5 yrs. 

M 

11.1 

14,300 

2,000 

ND 

24-DLA 

6 yrs. 

F 

12.9 

7,300 

26,000 

ND 

25-MPB 

6 yrs. 

F 

9.8 

8,100 

47,000 

ND 

26-EOC 

6 yrs. 

F 

11.0 

6,500 

15,000 

Neg. 

27-NDM 

6 yrs. 

F 

13.8 

13,500 

3,000 

Neg. 

28-VJR 

7 yrs. 

F 

12.7 

6,400 

20,000 

ND 

29-JO  R 

7 yrs. 

M 

10.2 

8,900 

16,000 

Neg. 

30-JTL 

9 yrs. 

M 

10.3 

6,700 

14,000 

ND 

31-AMD 

10  yrs. 

M 

9.8 

7,600 

8,000 

Neg. 

32-1RM 

14  mo. 

F 

13.4 

12,600 

8,000 

ND 

33-NMC 

16  mo. 

F 

10.0 

7,500 

38,000 

ND 

34-MBT 

3 yrs. 

F 

10.6 

7,600 

7,000 

Neg. 

35-MOl 

3 yrs. 

F 

10.8 

4,900 

4,000 

Neg. 

36-CSS 

6 yrs. 

F 

10.6 

5,500 

20,000 

Neg. 

37-CMB 

7 yrs. 

M 

12.0 

13,500 

156,000 

ND 

38-JCH 

9 yrs. 

F 

15.0 

6,300 

40,000 

Neg. 

39-ARR 

10  yrs. 

M 

10.3 

17,200 

50,000 

ND 

40-RFR 

11  yrs. 

M 

12.0 

8,400 

12,000 

Neg. 

Totals  and 

F : 18 

13 

Average 

5 yrs. 

M:  22 

11.1 

9,100 

19,000 

(all  negative) 

F - female;  M - male;  Neg.  - negative;  ND  ■ not  done. 

Patients  I and  2 received  no  therapy.  Patients  3 to  31  were  considered  acute  ITP  cases.  Patients  32  to  40  were  considered  to  have  chronic 
ITP  and  were  all  splenectomized.  Patient  37  was  on  treatment  when  admitted  to  the  hospital. 
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TABLE  II:  RESULTS  OF  CLINICAL  EVALUATION 


Clinical  and 

Physical  Findings 

ACUTE  ITP 

Children  Adults 

CHRONIC  ITP 

Children  Adults 

PERCENTAGE 

Children  Adults 

TOTALS 

Number  of  Patients 

31 

14 

9 

20 

54 

46 

74 

Prodromes 

15 

5 

1 

4 

40 

26.4 

33.8 

Petechiae 

30 

12 

9 

20 

97.5 

94.1 

95.9 

Ecchymoses 

29 

12 

9 

20 

95 

94.1 

94.7 

Gingivorrhagia 

8 

8 

4 

10 

30 

52.9 

40.5 

Epistaxis 

5 

5 

3 

6 

20 

32.3 

25.6 

Hematemesis 

1 

0 

0 

2 

2.5 

5.8 

4 

Melena 

4 

2 

3 

4 

17.5 

17.6 

17.5 

Hematochezia 

4 

0 

2 

1 

15 

2.9 

9.4 

Hematuria 

1 

5 

1 

3 

5 

20.5 

13.5 

Cerebral  hemorrhage 

0 

1 

0 

0 

0 

2.5 

1.3 

Splenomegaly 

5 

3 

3 

6 

20 

26.4 

23 

Hepatomegaly 

11 

1 

4 

6 

37.5 

20.5 

28.3 

Arthralgias 

2 

2 

2 

7 

10 

26.4 

17.5 

Arthritis 

0 

2 

0 

4 

0 

17.6 

8 

Adenopathies 

19 

5 

4 

4 

57.5 

26.4 

43.2 

Prodromes  were  referred  as  to  any  illness  preceding  the  onset  of  purpura  within  four  weeks  prior  to  the  diagnosis  of  ITP. 

TABLE  III:  CLINICAL  AND  LABORATORY  DATA  IN  ADULTS  WITH  I T P 

Patients 

Age 

(Yrs.) 

Sex 

Hemoglobin 
(Gm/100  ml) 

WBC/mm3 

Platelets/ 

3 

mm 

L.E.  Cell 

Prep. 

A 

S 

N 

D 

A 

P 

1-TOF 

19 

F 

12.4 

7,500 

80,000 

NEG 

Neg 

Neg 

Neg 

2-MCH 

13 

F 

12.9 

13,000 

24,000 

ND 

3-  MVT 

16 

F 

12.8 

10,100 

205,000 

NEG 

4-MCP 

23 

F 

11.5 

9,000 

13,000 

NEG 

5-MRA 

28 

F 

12.0 

7,500 

7,000 

NEG 

Neg 

Neg 

Neg 

6-MVB 

13 

F 

10.5 

13,800 

16,000 

ND 

7-ZAF 

14 

F 

10.5 

9,100 

2,000 

NEG 

8-HMC 

19 

F 

10.6 

8,000 

4,000 

ND 

9- AGE 

23 

F 

11.2 

11,100 

20,000 

NEG 

Neg 

Neg 

Neg 

10-J0M 

26 

F 

9.7 

12,500 

14,000 

NEG 

11-CRR 

28 

F 

13.6 

5,700 

8,000 

NEG 

12-JMG 

37 

F 

12.1 

16,200 

16,000 

NEG 

13-MOO 

43 

F 

14.0 

8,700 

18,000 

NEG 

14-1HC 

23 

F 

11.3 

18,400 

58,000 

ND 

15-HCF 

13 

M 

12.6 

8,200 

8,000 

NEG 

16-LBV 

14 

M 

12.6 

9,600 

10,000 

ND 

17-CCP 

14 

F 

10.3 

14,600 

3,000 

NEG 

Neg 

Neg 

Neg 

18-MSH 

15 

F 

10.5 

9,700 

36,000 

NEG 

19-LVN 

16 

F 

13.9 

8,800 

60,000 

NEG 

20-OLC 

18 

F 

8.5 

9,400 

8,000 

NEG 

21-MRN 

20 

M 

14.4 

17,600 

6,000 

NEG 

22-JRB 

21 

F 

11.7 

12,300 

27,000 

NEG 

23-FCO 

21 

M 

3.0 

10,800 

4,000 

NEG 

Neg 

4 + 

4+ 

24-ECS 

23 

F 

11.8 

7,600 

40,000 

NEG 

Neg 

Neg 

Neg 

25-JAA 

24 

F 

9.5 

7,100 

16,000 

ND 

26-ALR 

41 

F 

10.8 

5,300 

30,000 

NEG 

27-ARR 

43 

F 

11.5 

10,000 

22,000 

ND 

28-MGP 

53 

F 

9.2 

9,900 

12,000 

NEG 

Neg 

4 + 

4 + 

29-JRO 

56 

F 

7.8 

4,200 

22,000 

NEG 

30-ERJ 

24 

M 

7.8 

13,700 

31,000 

NEG 

31-EAR 

43 

F 

14.1 

7,800 

44,000 

NEG 

1 + 

1 + 

Neg 

32-PFV 

65 

F 

12.9 

8,000 

68,000 

ND 

33-HLP 

69 

F 

6.0 

7,600 

7,000 

ND 

34-RHC 

75 

F 

12.2 

4,100 

6,000 

ND 

Totals  and 

F : 29 

24 

Average 

29 

M : 5 

11.7 

10,200 

21,000 

(All  Neg) 

1 pos 

3 pos 

2 pos 

S-speckled , D-diffuse,  P-peripheral.  Patients  1 to  14  had  acute  ITP.  Patient  3 was  on  treatment  when  evaluated.  Patients  15 
to  29  had  chronic  ITP  and  were  all  splenectomized.  Patients  30  to  34  are  the  non-splenectomized  chronic  ITP  cases.  Patients  17,  23, 
24,  and  28  are  the  SLE  cases  reported  elsewhere  in  this  publication. 
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Fig.  1:  Photomicrograph  of  the  spleen  of  patient  23  illus- 
trating periarterial  fibrosis,  which  produces  the  so-called  onion 
skin"  effect,  typical  histopathologic  lesion  of  SLE.  I OX 


Fig.  2:  Photomicrograph  of  the  spleen  of  patient  23  at 
higher  magnification  showing  extremely  "well  marked  peri- 
arterial fibrosis.  No  hematoxyphil  bodies  were  found.  45X 


to  corticosteroid  therapy  and  multiple  recurrences  of 
thrombocytopenic  purpura.  In  this  group  there  are 
2 patients  (FCO,  MGP)  in  whom  “well  marked 
periarterial  fibrosis  and/or  fibrinoid  degeneration  of 
the  splenic  arterioles  was  found  (figures  1 and  2). 
Both  of  them  are  patients  with  definite  SLE.  A 
third  patient  (ECS)  showed  only  fibrinoid  degenera- 
tion of  the  splenic  arterioles  (figure  3).  This  patient 
is  considered  a case  of  probable  SLE.  Another 
patient  (CCP),  although  is  considered  a case  of  pro- 
bable SLE,  failed  to  show  the  splenic  microscopic 
lesion  of  SLE.  The  rest  of  the  adult  non-splenecto- 
mized  patients  have  not  developed  the  systemic  mani- 


Thrombocytopenic  Purpura  and  Lupus 


Fig.  3:  Photomicrograph  of  the  spleen  oj  patient  ¿-t  il- 
lustrating fibrinoid  degeneration  of  the  splenic  arterioles.  A 
marked  contrast  between  the  arterial  wall  (resembling  a hya- 
line mass  similar  to  the  nuclear  material  present  in  the  L.E. 
cells)  and  the  lumen  is  noted.  This  patient  is  considered 
a probable  case  of  SLE.  45X 


festations  typically  encountered  in  SLE  and  all  ol 
them  are  clinically  welt.  Pables  IV  and  V present 
the  results  of  splenectomy  and  incidence  of  SLE  in 
this  series. 

Case  Reports 

Case  1: 

(FCO)  This  21-year  old  white  male  was  seen  at  our  hospital 
for  the  first  time  on  March  14,  1965  with  generalized  purpura. 
About  6 or  7 months  prior  to  admission  he  complained  of 
malaise,  weakness,  myalgias,  arthralgias,  anorexia,  weight  loss, 
and  fever.  Two  months  prior  to  admission  he  had  epistaxis, 
and  one  month  after  he  complained  of  “reddish  urine”, dysuria, 
and  tenderness  in  the  left  costo-vertebral  angle.  Two  weeks 
prior  to  hospitalization  he  developed  generalized  purpuric  le- 
sions, epistaxis,  and  gingivorrhagia.  He  was  then  admitted 
to  the  hospital. 

His  past  history  revealed  that  at  age  4 he  had  epistaxis 
and  at  age  18  a “kidney  infection”.  He  claimed  to  have  had 
arthritis  of  the  right  knee  and  wrist,  but  he  could  not  recall 
the  exact  date.  The  rest  of  the  clinical  history  was  essentially 
negative  and  the  family  history  was  unrevealing. 

The  physical  examination  showed  generalized  purpura,  bleed- 
ing per  gums  and  nose,  tarry  stools  and  swelling  of  the  right 
elbow,  that  according  to  the  patient  was  secondary  to  trauma. 
There  was  no  hepatosplenomegaly  and  the  temperature  was 
38.5°C. 

The  hemogram  showed  a hemoglobin  of  3.0  gm/100  ml., 
4,000  platelets/mm3  and  10,800  VVBC/mm3  with  neutrophi- 
lia. The  urinalysis  showed  microscopic  hematuria.  The  bone 
marrow  was  compatible  with  1TP.  The  serum  bilimbin,  VDRL, 
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TABLE  IV:  RESULTS  OF  SPLENECTOMY 


Percentag 

Patients  submitted  to  splenectomy 

Children 

9 

Adults 

15 

Complete  cure  or  improved 

Children 

8 

88.8 

Adults 

14 

93.3 

Overall  effectiveness  (all  cases) 

22 

91.7 

Failures 

2 

8.3 

Splenic  Lesion: 

Periarterial  fibrosis 

Children 

0 

0. 

Adults 

2 

5.8 

Fibrinoid  degeneration 

Children 

0 

0 

Adults 

2 

5.8 

TABLE  V: 

INCIDENCE  OF  SLE  AFTER  I T P 

Adult  Male 

Female 

Definite 

Probable 

Combined  Def. 

Patients 

SLE 

SLE 

and  Probable 

Acute  14  0 

14 

0 

0 

0 

Chronic  20  5 

15 

2 

2 

4 

Total  34  5 

29 

2 

2 

4 

Percentage  14.7 

85.3 

5.8 

5.8 

11.6 

Coomb’s  test,  red  cell  osmotic  fragility  test,  blood  urea  nitrogen, 
and  total  serum  proteins  were  within  normal  limits.  Three  L.E. 
cell  preparations  were  reported  negative.  A diagnosis  of  1TP 
was  established. 

The  patient  was  given  blood  transfusions  and  was  placed  on 
100  gm  of  prednisone  daily.  Because  of  no  response  to  cortico- 
steroids and  persistent  hemorrhages,  he  was  splenectomized 
5 weeks  after  admission  with  a platelet  count  of  32,000 
platelets/mm 1 . Ten  days  after  the  operation  the  platelet 
count  was  above  100,000  and  the  post-operative  period  was 
uneventful.  He  was  discharged  in  good  conditions. 

At  the  outpatient  clinic  the  patient  was  tapered  off  steroids 
and  he  began  to  complain  of  intermittent  arthralgias.  From 
August  to  November  1965  he  had  2 episodes  of  thrombo- 
cytopenia which  subsided  promptly  after  steroid  therapy. 
The  splenectomy  report  showed  “marked”  periarterial  fibrosis 
and  fibrinoid  degeneration  of  the  penicilliary  arteries  of  the 
spleen,  therefore  a diagnosis  of  SLE  was  strongly  suspected. 


The  patient  continued  well  and  in  March  1966  the  L.E. 
cell  preparation  was  reported  positive  for  the  first  time.  The 
ANA  test  showed  a strongly  positive  (4+)  fluorescence  with  a 
diffuse  staining  pattern.  A diagnosis  of  definite  SLE  was 
established. 

In  November  1966  he  was  again  admitted  to  the  hospital 
because  of  tonicoclonic  convulsions  followed  by  left  hemi- 
paresis.  He  also  had  intermittent  atrial  bigeminal  rhythm  and 
thrombocytopenia  of  80,000  platelets/mm  , but  no  purpura 
or  bleeding  manifestations.  The  cerebrospinal  fluid  showed 
increased  proteins  and  few  red  blood  cells.  The  patient 
was  given  100  mgm  of  prednisone  and  300  mgm  of  diphenyl- 
hydantoin  daily.  He  was  markedly  improved  and  discharged 
with  only  minimal  neurological  residual  changes. 

Since  then,  the  patient  has  been  doing  well  and  has  had 
repeated  positive  L.E.  cell  preparations  and  ANA  test.  At 
tlie  present  time  his  general  condition  is  adequate. 
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Case  2: 

(MGP)  This  53-year  old  mulatto  female  was  seen  at  our 
hospital  for  the  first  time  on  October  28,  1963  with  gene- 
ralized purpura.  She  had  few  petechiae  and  ecchymoses  for 
nearly  2 months  prior  to  hospitalization.  The  past  history 
revealed  that  at  the  age  of  15  years  and  at  age  45  she  had 
a skin  rash  of  uncertain  nature.  For  3 years  before  the  onset 
of  purpura  she  had  questionable  rheumatoid  arthritis,  for 
which  she  was  treated  with  salicylates  intermittently.  The 
family  history  was  unrevealing.  The  physical  examination 
showed  multiple  purpuric  lesions,  gingivorrhagia,  and  a palpable 
spleen  tip.  There  were  changes  of  rheumatoid  arthritis  of  both 
hands  and  wrists,  but  no  active  arthritis  was  noted.  The  hemo- 
gram showed  a hemoglobin  of  9.2  gm/100  ml,  9,900  WBC/ 
mm3,  and  12,000  platelets/mm3.  The  bone  marrow  aspiration 
was  compatible  with  ITP.  The  urinalysis  showed  1 + proteinu- 
ria, hematuria,  and  pyuria.  The  L.E.  cell  preparation  was  nega- 
tive. A diagnosis  of  ITP  was  established  and  the  possibility  of 
SLE  was  suspected,  but  could  not  be  confirmed.  The  patient 
was  given  antibiotics  and  40  mgm  of  prednisone  daily  were  start- 
ed. Within  2 weeks  the  platelet  count  was  over  100,000/mm3. 
She  was  discharged  improved. 

While  attending  the  outpatient  clinic  the  patients  did  well 
and  from  March  1964  to  June  1965  she  had  2 episodes  of 
thrombocytopenic  purpura  and  gastrointestinal  bleeding  which 
were  treated  successfully  with  prednisone.  The  L.E.  cell  pre- 
paration remained  persistently  negative  and  the  arthritis  fol- 
lowed a benign  course. 

In  July  1965  the  patient  developed  marked  gingivorrhagias 
and  thrombocytopenia  of  25,000  platelets/mm  ■ She  was 
readmitted  to  the  hospital.  The  hemoglobin  was  8.0  gm/100  ml. 
and  the  urinalysis  showed  1 + proteinuria.  The  L.E.  cell 
preparation  was  again  negative.  The  chest  film  revealed  obliter- 
ation of  the  left  costo-phrenic  angle  and  borderline  cardio- 
megaly.  The  electrocardiogram  showed  a first  degree  right 
bundle  branch  block.  The  bone  marrow  aspiration  was  com- 
patible with  ITP,  but  there  was  moderate  mature  plasmacytosis. 
She  had  an  adequate  response  to  40  mgm  of  prednisone  daily, 
but  3 weeks  after,  the  arthritis  flared  up  for  which  aspirin  and 
chloroquine  were  added.  Then,  she  developed  thrombocyto- 
penic purpura  and  splenectomy  was  performed  on  August 
6,  1965  with  a platelet  count  of  6,000  platelets/mm3.  The 
histopathologic  al  sections  of  the  spleen  showed  fibrinoid  de- 
generation of  the  splenic  arterioles.  Repeated  L.E.  cell 
preparations  were  negative.  in  the  post-operative  period, 
after  a platelet  transfusion,  the  patient  developed  fever,  chills, 
hypotension,  and  tachypnea.  The  examination  of  the  lungs 
revealed  crepitant  rales  and  a pleural  friction  mb  over  the  right 
lung  base.  She  responded  well  to  epinephrine,  oxygen,  and 
antihistaminics.  One  month  after  splenectomy  treatment 
with  azathioprine  * was  started  because  of  intractable  thrombo- 
cytopenia. In  October  1965  the  L.E.  cell  preparation  was  re- 
ported positive  in  2 occasions  and  the  ANA  test  showed 
2 + diffuse  staining  pattern.  The  latex  fixation  test  was 
also  positive  in  1:320  dilution.  By  that  time  the  platelet 
count  had  returned  to  normal  for  which  steroids  were  tapered 
down  progressively  and  Imuran  therapy  was  discontinued. 
A diagnosis  of  definite  SLE  was  finally  established. 

Since  then,  the  patient  has  had  multiple  exacerbation 
of  the  arthritis,  developed  Baker’s  cysts  on  both  popliteal 
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fossae,  and  her  rheumatologic  condition  has  become  worse. 
She  also  has  had  hematuria  in  two  occasions,  although  her 
renal  status  is  adequate  with  normal  blood  urea  nitrogen 
and  serum  creatinine,  and  without  evidence  of  renal  function 
deterioration.  No  further  thrombocytopenia  or  purpura  has 
occurred.  At  the  present  time  the  patient  is  on  prednisone, 
aspirin,  and  chloroquine.  Her  general  condition  is  fair. 

Case  3: 

(ECS)  This  23-year  old  white  female  was  seen  at  our 
hospital  for  the  first  time  on  April  14,  1965  because  of  gene- 
ralized purpura.  One  month  prior  to  admission  she  had  a 
sore  throat  for  which  she  received  penicillin.  Two  weeks  after 
she  developed  generalized  petechiae  and  ecchymoses,  and  one 
day  before  entering  the  hospital  she  had  arthritis  of  the  right 
knee.  This  was  followed  by  epistaxis  and  bleeding  per  gums. 
The  past  history  revealed  epistaxis,  gingivorrhagias,  and  poly- 
arthralgias, at  age  14.  The  patient  also  recalls  that  since 
the  age  of  16  years  her  hair  falls  easily.  The  family  history 
was  unrevealing.  The  physical  examination  showed  generalized 
purpura  and  frank  arthritis  of  the  right  knee.  The  spleen 
was  not  palpable.  The  hemogram  showed  a hemoglobin  of 
11.8  gm/100  ml,  7,600  WBC/mm3,  and  40,000  platelets/mm3. 
The  bone  marrow  aspirations  was  compatible  with  ITP.  The 
L.E.  cell  preparation  was  negative.  A diagnosis  of  ITP  was 
established.  The  patient  was  started  on  80  mgm  of  prednisone 
and  within  4 weeks  the  platelet  count  returned  to  normal. 
She  was  discharged  improved  and  asymptomatic. 

During  the  following  year  at  the  outpatient  clinic  the 
patient  developed  several  episodes  of  thrombocytopenic  pur- 
pura which  responded  well  to  corticosteroid  therapy.  In 
March  1966  she  complained  of  dyspnea,  orthopnea,  mild 
ankle  edema,  and  left  upper  quadrant  pain.  She  did  not 
seek  medical  attention.  In  April  1966  thrombocytopenia 
recurred  again  and  she  was  splenectomized  on  May  5,  1966 
with  a platelet  count  of  80,000  platelets/mm3.  The  post- 
operative period  elapsed  without  complications  and  the  his- 
tological sections  of  the  spleen  showed  fibrinoid  generation 
of  the  splenic  arterioles.  Consequently,  a diagnosis  of  SLE 
was  strongly  suspected.  The  L.E.  cell  preparations,  ANA 
tests,  and  the  latex  fixation  test  were  all  negative.  She  was 
discharged  well. 

Because  of  multiple  recurrences  of  thrombocytopenia  a 
trial  with  azathioprine  was  given  and  an  adequate  response 
was  obtained.  At  the  present  time  she  takes  30  mgm  of 
prednisone  and  200  mgm  of  azathioprine  daily.  Repeated 
L.E.  cell  preparations  and  ANA  tests  have  been  consistently 
negative.  She  still  complaints  of  intermittent  arthralgias, 
but  she  is  clinically  well. 

Case  4: 

(CCP)  This  14-year  old  negro  female  was  seen  at  our 
hospital  for  the  first  time  on  2-16-65  because  of  epistaxis, 
bleeding  per  gums,  and  generalized  purpura  of  two  days 
duration.  There  was  no  preceding  illness  before  tire  onset 
of  purpura.  Her  past  history  revealed  “bronchial  asthma’ 
until  the  age  of  10  years.  She  also  had  mild  purpura  and 
gingivorrhagias  5 years  prior  to  admission  which  were  treated 
with  unknown  injections.  During  1964  she  was  seen  at  the 


48 


Enrique  O.  llorta , MD,  el  al 


Volumen  62 
Núm.  2 


emergency  room  in  several  occasions  because  of  right  lower 
quadrant  pain  of  uncertain  etiology,  and  for  which  she  re- 
ceived no  specific  treatment.  The  family  history  was  un- 
revealing and  the  physical  examination,  besides  the  purpura, 
was  essentially  negative.  She  was  placed  on  60  tngm  of 
prednisone  daily  and  one  week  later  the  platelet  count  was 
normal.  She  was  discharged  improved. 

Two  months  later  she  was  readmitted  because  of  severe 
thrombocytopenia  without  bleeding  manifestations.  The  tip 
of  the  spleen  was  palpable.  A prompt  response  was  obtained 
with  corticosteroid  therapy,  but  one  month  later  she  com- 
plained of  precordial  pain,  and  arthritis  of  the  knees,  hands, 
and  feel  was  observed.  Fever,  weakness,  and  headaches  were 
also  noted.  She  was  treated  symptomatically  and  improved. 
In  November  1965  the  patient  complained  of  left  upper 
quadrant  pain  and  again  the  tip  of  the  spleen  was  palpable. 
She  also  had  a morbiliform  rash  on  her  back.  No  treatment 
was  given. 

In  January  1966  the  patient  was  admitted  to  the  hospital 
for  the  third  time  because  of  marked  thrombocytopenic 
purpura.  The  spleen  was  not  palpable.  One  month  after 
she  developed  fever,  pain  in  both  elbows,  and  arthritis  of 
both  knees.  Six  L.E.  cell  preparations  were  reported  nega- 
tive, as  well  as  the  latex  fixation  test,  urinalysis,  and  Coomb’s 
test.  Due  to  lack  of  response  of  the  thrombocytopenia  to 
corticosteroid  therapy,  splenectomy  was  performed  after  the 
arthritis  and  fever  had  subsided.  Thereafter,  a prompt  rise 
in  the  platelet  count  was  observed  and  10  days  later  the  pa- 
tient was  discharged  asymptomatic.  Another  2 L.E.  cell 
preparations  again  were  negative.  The  histopathological  slides 
of  tlie  spleen  failed  to  show  the  microscopic  lesions  typical 
of  SLE. 

Since  then,  the  patient  has  had  arthralgias  and  swelling 
of  both  hands  and  feet  in  several  occasions.  She  has  received 
treatment  with  aspirin  and  chloroquine,  intermittently.  Re- 
peated L.E.  cell  preparations  and  ANA  tests  have  been  con- 
sistently negative.  Recently  she  had  another  recurrence  of  the 
thrombocytopenia  without  purpura  or  bleeding.  At  the  present 
time  her  general  condition  is  adequate. 

Discussion 

Idiopathic  thrombocy topenic  purpura  has  been  des- 
cribed as  a disease  characterized  by  low  platelets  in  the 
peripheral  blood,  normal  or  increased  number  of  mega- 
karyocytes in  the  bone  marrow,  most  of  which  are  not 
producing  platelets,  and  by  the  absence  of  any  recog- 
nizable cause.  Other  hematologic  parameters  are  usually 
normal.  The  two  forms  of  ITP  that  have  been  classically 
recognized  are  the  acute  and  the  chronic  varieties  (21). 
Another  clinical  form,  the  acute  recurrent,  can  be  con- 
sidered as  a variant  of  the  chronic  type  (22). 

Acute  ITP  is  a self-limited  and  short  lasting  disease 
which  usually  remits  spontaneously  or  with  cortico- 
steroid therapy  in  a period  of  4 to  16  weeks.  In  chil- 
dren it  frequently  occurs  following  viral  infections 
or  after  vaccinations  (23,  24).  An  occasional  patient 
may  have  thrombocytopenia  for  as  long  as  one  year 


To  characterize  chronic  ITP  is  sometimes  difficult, 
since  some  patients  with  the  acute  form  of  the  disease 
may  have  prolonged  thrombocytopenia.  A significant 
number  of  cases  with  chronic  ITP  may  present  initially 
a clinical  picture  similar  to  acute  ITP  (26).  Thereafter, 
they  may  have  intermittent  hemorrhagic  symptoms  or 
easy  bruising,  and  thrombocytopenia  of  variable  degree. 
Other  patients  simply  follow  an  insidious  course,  with 
mild  or  no  symptoms,  while  having  variable  low  platelet 
counts.  Occasional  acute  exacerbations,  with  unpredic- 
table bleeding  manifestations  may  occur  during  the 
course  of  the  disease.  In  these  patients  this  symptoma-  j 
tology  usually  persists  for  more  than  a year.  There- 
after, time  and  recurrences  of  thrombocytopenia,  with 
or  without  hemorrhagic  symptoms,  are  the  most  im- 
portant features  for  the  diagnosis  of  chronic  I I P.  T he 
disease  has  been  regarded  as  being  more  frequent  in 
females  in  a proportion  of  3:1  to  4:1  (26).  As  en- 
countered in  our  series,  it  comprises  nearly  60  to  70 
percent  of  all  the  cases  seen  in  adults.  Other  patho- 
logic conditions  may  present  a similar  picture,  in  them, 
a form  of  thrombocytopenic  purpura  similar  to  IIP 
may  be  the  most  prominent  manifestation  (26).  All 
these  points  out  that  chronic  ITP  can  be  proposed 
as  a condition  different  and  not  related  to  acute  ITP, 
and  that  prohahly  represents  a syndrome  of  more  than 
one  disease  entity. 

Ihe  etiology  of  ITP  is  unknown  and  if  a direct  re- 
lationship to  drugs,  vaccination,  or  viral  infections 
arc  excluded,  the  disease  is  truly  idiopathic  (26).  In 
about  50  to  75  percent  of  cases  a plasmatic  thrombo- 
cytopenic factor  (16,  20)  can  be  demonstrated  and 
it  may  induce  thrombocytopenia  of  variable  degree 
when  plasma  of  these  patients  is  infused  into  normal 
recipients  (26,  27).  This  ITP  factor  may  also  cross 
the  placental  barrier  since  children  from  mothers  having 
ITP  may  show  thrombocytopenia  at  birth  (27).  Such 
thrombocytopenic  factor  is  believed  to  be,  according 
to  Shulman  (28)  an  immunoglobulin  of  the  7S  type. 
No  other  immunologic  abnormality  has  been  described 
to  be  associated  with  ITP  (29). 

The  relationship  of  ITP  and  SLE,  or  the  development 
of  SLE  following  ITP,  was  first  reported  in  the  early 
thirties  (5,  6).  Patients  who  initially  have  a picture 
in  which  no  other  diagnosis  but  ITP  could  be  made, 
and  who  later  on  develop  a full  clinical  picture  of 
SLE  undoubtly  exist  and  they  are  found  with  some 
frequency.  This  idea  was  emphasized  by  Rabinowitz 
and  Dameshek  (10)  in  their  report  in  1960.  Being 
aware  of  the  relationship  that  exist  between  both 
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y diseases,  then,  on  what  grounds  and  what  criteria 
are  needed  to  establish  a diagnosis  of  SLE  in  patients 
who  initially  being  as  having  no  other  disease  but  ITP? 

The  course  of  ITP  when  patients  are  seen  for  the 
first  time  is  unpredictable  and  when  patients  do  not 
respond  to  conventional  therapy  they  are  submitted 
to  splenectomy.  It  has  been  found  that  the  spleen 
of  some  of  these  patients  may  show  the  so  called 
periarterial  fibrosis  and/or  fibrinoid  degeneration  of 
of  the  splenic  arterioles  (30).  Three  of  our  cases 
with  chronic  ITP  who  underwent  splenectomy  had 
either  or  both  of  these  typical  lesions  (Fig.  2,  3). 
We  believe  that  in  these  instances  the  diagnosis  of 
SLE  should  be  strongly  suspected,  even  in  the  absence 
of  other  systemic  manifestation.  According  to  Klem- 
perer (19,  31)  and  Kaiser,  (30)  periarterial  fibrosis 
occurs  when  the  periarterial  collagen  of  the  penicilliary 
or  follicular  arterioles  is  arranged  in  concentric  rings 
in  at  least  3 layers  and  around  at  least  half  of  the 
circumference  of  the  vessels,  giving  the  appearance 
of  “onion  peel  or  onion  skin  ”.  Extreme  hyaline 
degeneration  of  the  collagen  fibers  can  occur,  pre- 
sumably as  a more  advanced  histopathologic  change, 
and  these  remain  only  as  small,  deeply  eosinophilic 
masses  which  suggest  the  ringed  arrangement.  Such 
periarterial  fibrosis  and/or  degeneration  of  the  splenic 
arterioles  although  is  not  strictly  specific  of  SLE,  it 
is  the  clinical  entity  in  which  it  is  seen  with  more 
frequency,  and  when  associated  to  a thrombocytopenia 
of  obscure  etiology,  namely  ITP,  the  diagnosis  of  pro- 
bable SLE  can  be  established,  even  in  the  absence  of 
other  criterion  or  systemic  manifestations. 

Probably  one  of  the  most  reliable  test  in  establishing 
the  diagnosis  of  SLE  is  the  L.E.  cell  phenomenon.  Be- 
sides SLE,  a positive  L.E.  cell  test  may  be  seen  in  a small 
percentage  of  patients  with  rheumatoid  arthritis  and 
occasionally  in  patients  with  scleroderma  (29).  How- 
ever, patients  who  initially  are  considered  cases  of  ITP 
and  who  later  on  during  the  course  of  the  disease 
develop  features  of  SLE,  usually  have  a negative  L.E. 
cell  preparation  at  the  onset  of  the  thrombocytopenic 
purpura  (29).  In  two  of  our  cases  it  was  not  until 
12  and  24  months,  respectively,  after  the  onset  of  ITP 
and  from  2 to  11  months  after  splenectomy  that  the 
test  became  positive.  Since  cases  of  ITP  have  been 
reported  to  develop  SLE  even  12  to  14  years  after  the 
onset  of  purpura  (8,  10,  11),  we  suggest  that  it  is 
worthy  to  repeat  the  L.E.  cell  preparation  in  these 
patients  for  an  indefinite  number  of  years.  By  this 
means  the  clinician  will  detect  more  cases  of  SLE 
whose  primary  and  most  prominent  manifestation  has 
been  thrombocytopenic  purpura.  This  becomes  more 
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truthful  specially  in  cases  of  chronic  ITP,  since  acute 
ITP  patients  very  rarely,  if  ever,  develop  a picture 
compatible  with  SLE  (10,  11,  34).  If  the  patient 
is  a young  female,  the  probabilities  are  much  enhanced. 

The  antinuclear  antibody  fluorescence  test  (ANA) 
has  been  used  recently  in  the  detection  and  evaluation 
of  SLE,  and  it  has  been  reported  to  be  positive  in  98 
to  100  percent  of  patients  with  this  disease  (35). 
Also,  it  has  been  found  to  be  positive  in  about  5 per- 
cent of  others,  non  collagen  conditions  (35).  To  the 
best  of  our  knowledge  a control  study  has  not  been 
carried  out  with  this  test  in  patients  with  ITP.  The 
ANA  test  was  performed  only  in  7 of  our  patients. 
Only  one  who  does  not  have  any  other  evidence  to 
sustain  a diagnosis  of  SLE  gave  a slightly  positive 
fluorescence  of  the  speckle  and  diffuse  types  in  two 
separate  occasions.  We  feel  she  is  a case  of  truly  ITP. 
The  other  two  patients  who  had  a positive  test  are 
cases  of  definite  SLE.  Although  the  ANA  test  is 
highly  sensitive,  it  is  not  strictly  specific  for  SLE  (36), 
since  it  can  be  positive  in  other  multiple  diseases,  mostly 
of  the  collagen  group.  From  our  series  we  can  not  draw 
any  conclusion  because  the  test  was  not  done  in  a 
significant  number  of  patients,  but  we  can  suggest  that 
any  patient  with  ITP  who  has  or  develops  a positive 
ANA  test,  specially  with  a peripheral  staining,  should 
be  observed  carefully  for  the  development  of  SLE. 
This  agrees  with  the  results  obtained  by  González  and 
Rothfield  (35)  in  which  the  ANA  test  with  a peri- 
pheral pattern  of  fluorescence  was  found  exclusively 
in  patients  with  SLE. 

According  to  the  data  just  presented,  the  results 
in  our  study  show  that  not  a single  patient  from  the 
pediatric  group  (40  cases)  has  developed  a clinical 
or  histopathologic  picture  compatible  with  SLE. 

On  the  other  hand,  in  the  adult  group  (34  cases) 
we  have  found  that  none  of  the  14  patients  with 
acute  ITP  has  developed  a clinical  picture  suggestive 
of  SLE.  In  the  chronic  ITP  group,  15  of  whom  were 
splenectomized,  there  are  4 patients  who  have  de- 
veloped symptomatology  compatible  with  the  diag- 
nosis of  SLE.  Of  the  4 patients,  two  have  developed, 
subsequently  to  the  operation,  a full  blown  picture 
with  multisystem  involvement,  positive  L.E.  cell  pre- 
parations, and  positive  ANA  tests  of  the  peripheral 
and  diffuse  patterns.  These  two  patients  (M.  G.  P., 
F.  C.  0.)  had  history  of  arthritis  and/or  arthralgias 
prior  to  the  onset  of  ITP.  Of  the  other  two  patients, 
only  one  (E.  C.  S.)  had  rheumatologic  complaints 
before  the  onset  of  purpura,  and  both  patients  (E.  C.  S., 
C.  C.  P.)  have  developed  further  symptomatology  after 
splenectomy.  Upon  review  of  the  histological  slides, 
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3 of  these  4 patients  were  found  to  have  “well  marked” 
periarterial  fibrosis  and/or  fibrinoid  degeneration  of  the 
arterioles  of  the  spleen.  Two  of  these  patients  are  con- 
sidered cases  of  definite  SLE  and  the  other  two,  cases 
of  probable  SLE. 

The  result  of  our  study  showed  that  the  incidence 
of  definite  SLE  in  both  group  of  patients,  children  and 
adults,  was  2.7  percent.  If  the  two  cases  of  probable 
SLE  are  included,  the  percentage  for  the  whole  group 
would  be  5.4  percent.  If  only  adults  are  considered, 
the  incidence  of  definite  and  probable  SLE  would  be 
5.9  percent,  respectively,  and  both  combined  would 
give  an  incidence  of  11.8  percent. 

The  diagnosis  of  systemic  lupus  erythematosus  is 
sometimes  difficult  to  establish  and  in  the  presence 
of  thrombocytopenic  purpura  of  obscure  etiology  eva- 
luation of  all  the  data  should  be  performed  carefully, 
in  order  to  decide  whether  the  patient  is  a case  of 
probable  or  possible  SLE,  or  a case  of  truly  ITP.  In 
ITP  cases  further  criteria  and  other  systemic  involve- 
ment must  be  looked  for  and  long  term  follow  up 
must  be  given  waiting  for  a full  picture  to  develop. 

Summary 

A senes  of  40  pediatric  and  34  adult  patients  with 
the  diagnosis  of  idiopathic  thrombocytopenic  purpura 
were  submitted  to  a retrospective  clinical  analysis. 
Additional  critena  that  could  help  to  differentiate, 
from  the  beginning,  which  were  merely  ITP  and  not 
SLE  with  thrombocytopenia,  were  specially  looked 
for. 

Our  clinical  analysis  showed  that  those  patients 
with  chronic  ITP,  specially  young  adults,  are  po- 
tential candidates  and  are  more  prone  to  develop  SLE. 
If  in  their  past  history,  or  after  the  onset  of  purpura 
and/or  splenectomy,  there  is  evidence  of  systemic 
manifestations,  mainly  rheumatologic,  the  probabilities 
are  much  enhanced. 

Since  cases  of  ITP,  specially  of  the  chronic  variety, 
may  develop  SLE  many  years  after  the  onset  of  purpura, 
long  term  follow  up  is  indicated  and  L.  E.  cell  prepara- 
tions and  ANA  test  should  be  performed  frequently 
and  for  an  indefinite  period  of  time. 

None  of  the  40  children  have  developed  a clinical 
and/or  histopathologic  picture  compatible  with  SLE. 

In  the  adult  group  of  patients  there  are  two,  who 
subsequently  to  splenectomy,  have  developed  a full 
blown  picture  with  multisystem  involvement  compati- 
ble with  definite  SLE.  There  are  two  other  patients 
who  have  developed  symptomatology  compatible  with 


a diagnosis  of  probable  SLE. 

The  incidence  of  definite  SLE  in  this  series  was 
2.7  percent.  If  the  two  cases  of  probable  SLE  are 
included,  the  percentage  would  be  5.4  percent.  If 
only  the  adult  patients. are  considered,  the  incidence 
of  definite  and  probable  SLE  would  be  5.9  percent 
respectively,  and  both  combined  would  give  an  inci- 


dence of  11.8  percent. 

A brief  review  and  implications  about  the  relation- 
ship of  idiopathic  thrombocytopenic  purpura  and  sys- 
temic lupus  erythematosus  were  presented  and  dis- 
cussed. 
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ANOMALIA  DE  MAY  HEGGLIN  COMO 
ETIOPATOGENIA  DE  PURPURA 
TROMBOCITOPENICA 

(Consideraciones  sobre  22  nuevos  casos) 

Gervasio  Prado  Vargas,  MD,  CP  & H,  FASCP 


La  trombocitopenia  es  un  hallazgo  frecuente  en 
los  desórdenes  hematologic  os.  Cuando  la  dis- 
minución de  las  plaquetas  se  acompaña  de  hemorra- 
gias en  la  piel,  las  mucosas  o el  tejido  celular  subcutá- 
neo se  denomina  púrpura  trombocitopénica. 

La  causa  de  la  trombocitopenia  puede  ser  muy 
variable;  en  algunos  casos  la  etiología  no  puede  de- 
finirse en  tanto  que  en  otros,  la  causa  es  perfecta- 
mente evidente.  Una  clasificación  minuciosa  sobre 
todos  estos  tipos  de  trombocitopenia  se  encuentra 
en  los  textos  de  Hematología,  principalmente  en  “The 
Hemorrhagic  Disorders  de  Stefanini  y Damashek  (1); 
"‘Laboratory  and  Medicine:  Hematology”  de  John  B. 
Míale  (2)  y “Clinical  Hematology”  de  M.  Wintrobe 
(3).  Una  clasificación  simplificada,  que  creemos  resume 
los  principales  tipos  de  púrpura  trombocitopénica,  sin 
hacerla  demasiado  extensa,  se  presenta  en  la  Tabla  I. 

A las  anteriores  causales  creemos  debe  agregarse 
la  anomalía  de  May-Hegglin,  que  aunque  es  una  en- 
tidad rara,  puede  considerarse  como  una  causa  definida 
de  púrpura  trombocitopénica.  Motiva  esta  afirmación 
el  descubrimiento  de  una  numerosa  familia  de  cuyos 
miembros,  22  presentan  las  características  de  la  ano- 
malía y de  los  cuales,  15  presentan  continua  o esporá- 
dicamente, los  signos  de  púrpura. 

La  anomalía  de  May  Hegglin  está  caracterizada 
por: 

1.  Incidencia  familiar  de  tipo  autosómico 

2.  Trombocitopenia 

3.  Plaquetas  gigantes 

4.  Inclusiones  protoplasmáticas  de  los  leucocitos  (In- 
clusiones de  Dohle). 

La  anomalía  se  encuentra  citada  en  escasos  textos 
de  Hematología  dedicándole  tan  solo  algunas  líneas. 
(Una  excepción  lo  es  el  texto  de  Miale  (3)  el  que  hace 
una  detallada  descripción  de  la  anomalía. 

Material  y Métodos 

Nuestros  casos  proceden  del  caso  original  G.  R.  (Tañía 
II)  la  cual  ha  estado  asilada  varias  veces  en  distintos  hos- 
pitales del  área  y en  el  Hospital  de  Distrito  de  Ponce  5 
veces  con  el  diagnóstico  de  púrpura  trombocitopénica  y 2 


por  partos. 

A todos  los  familiares  que  acudieron  al  Hospital  se  les 
realizó  una  serie  de  pruebas  para  determinar  la  presencia 
de  la  anomalía  en  la  sangre  periférica  y además  se  les  some- 
tía a interrogatorio  y examen  físico  a los  fines  de  determinar 
la  presencia  o no  de  lesiones  purpúricas. 

Después  de  la  identificación  imprescindible:  parentesco, 
propósito,  edad,  sexo,  se  investigaba  el  historial  de  manifes- 
taciones purpúricas  y se  les  practicaban  las  siguientes  inves- 
tigaciones de  laboratorio:  Tiempo  de  coagulación  (Lee  and 
White);  tiempo  de  sangría  por  el  método  de  Ivy,  Retracción 
del  coágulo  a las  2 horas  y 24  horas;  la  prueba  del  Lazo 
(Rumple  Leede);  Tiempo  de  Protombina  (Quick)  Consumo 
de  protombina;  contaje  de  plaquetas  (Reese  and  Ecker);  Ex- 
tensiones de  sangre  periférica  para  detectar  el  tamaño  y mor- 
fología de  las  plaquetas  y la  presencia  o no  de  las  inclusiones 
de  Dohle.  También  se  determinó  tipo  de  sangre  y factor  Rh 
y se  le  hizo  aspiración  de  médula  ósea  a 4 pacientes. 

A cinco  de  los  casos  positivos,  solamente  se  les  pudo 
hacer  el  examen  de  sangre  periférica,  ya  que  estas  laminillas 
nos  fueron  enviadas  gentilmente  desde  Nueva  Jersey. 

Resultados 

El  árbol  genealógico  de  la  madre  del  propósito 
así  como  de  una  hermana  de  aquella  aparecen  en  la 
Figura  1.  Por  ella  vemos  que  de  un  total  de  81  fami- 
liares en  ambas  familias,  fueron  investigados  61,  dentro 
de  los  cuales  22  presentan  los  signos  hematológicos  de 
la  anomalía.  Las  edades  de  estas  personas  fluctuaban 
entre  tres  meses  de  edad  y 75  años.  Hubo  predominan- 
cia en  el  sexo  femenino:  13  hembras  y 9 varones,  pero 
no  parece  ser  una  cosa  definida. 

Las  manifestaciones  purpúricas,  que  como  dijimos 
consistían  en  subfusiones  y hematomas  del  tejido  ce- 
lular subcutáneo,  petequias,  epistaxis  y sangramiento 
por  las  encías,  se  encontró  manifiesto  en  15  de  los 
22  casos  o sea  alrededor  del  70  porciento  de  los  casos. 

Al  igual  que  han  señalado  otros,  en  nuestros  casos 
no  hay  omisión,  es  decir,  que  si  un  familiar  tiene  la 
anomalía  ésta  está  presente  en  el  padre  o la  madre, 
o lo  contrario,  todos  los  afectados  con  hijos  tienen 
algún  descendiente  con  la  anomalía,  demostrando  su 
penetración  y su  carácter  dominante  autosomal. 

Los  resultados  de  las  pruebas  de  laboratorio  aparecen 
en  la  Tabla  II  de  una  manera  resumida.  El  tiempo  de 
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TABLA  I:  LAS  PRINCIPALES  CAUSALES  DE  PURPURA  TROMBOCITOPENICA 


I.  ldiopáticas 

(más  conocida  por  la  sigla  1TP) 

II.  Secundarias 

A.  Debido  a causas  que  afectan  la  producción  de  plaquetas: 

1.  Amegakariocotosis  primaria  (muy  rara) 

2.  Causadas  por  agentes  físicos: 

a)  Calor 

b)  Rayos  X 

c)  Radiaciones 

3.  Agentes  químicos: 

a)  Medicamentos  mielotóxicos 

b)  Antimetabolitos 

c)  Venenos 

4.  Causadas  por  agentes  infecciosos: 

a)  Bacterianos 

b)  V irales 

c)  Parasitarios 

5.  Por  crecimiento  anormal  a nivel  de  la  médula  ósea  de  elementos  celulares  que  interfieran  con  la  formación 
de  megakariocitos  o formación  de  plaquetas  (mieloptisis) 

a)  Crecimiento  desordenado  de  células  autóctonas  de  la  médula  ósea 

b)  Crecimiento  anormal  de  otras  células  derivadas  del  tejido  mesenquimatoso  circundante  (fibrocitos, 
osteocitos  o lipocitos) 

c)  Por  crecimiento  metástatico  de  células  procedentes  de  tumores  de  otros  tejidos 

B.  Por  causas  que  destruyen  o sobreutilizan  las  plaquetas  una  vez  en  la  circulación: 

1.  Hiperesplenismo: 

a)  Primario 

b)  Secundario 

2.  Por  secuestración  de  las  plaquetas  por  coagulopatía  de  consumo: 

a)  Coagulación  intravascular 

b)  Púrpura  trombótica 

c)  En  el  curso  de  grandes  operaciones 

C.  Por  causas  menos  frecuentes: 

1.  Shock  irreversible 

2.  Transfusión  de  sangre  incompatible,  etc. 


coagulación  de  la  sangre  fue  hallado  normal  en  todos 
los  casos. 

El  tiempo  de  sangría  demostró  que  se  encontraba 
prolongado  (sobre  7 minutos)  en  7 pacientes  siendo 
el  máximo  de  18  minutos.  En  10  de  los  casos  afecta- 
dos, el  tiempo  de  sangría  fue  normal.  La  retracción 
del  coagulo  fue  normal  y el  coágulo  se  mantenía  firme 
tanto  a las  2 horas  como  a las  24  horas.  La  prueba 
del  lazo  fue  negativa  en  todos  los  pacientes  investigados 
y el  tiempo  de  protombina  fue  considerado  normal 
entre  los  casos  investigados  (17  en  total).  El  consumo 
de  protombina  fue  encontrado  patológico  (normal  21 
segundos  o más)  en  5 pacientes  y normal  en  otros  12. 


La  cifra  más  baja  obtenida  fue  de  16  segundos. 

La  cifra  de  plaquetas  circulantes,  demostró  una 
trombocitopenia  evidente  en  19  casos,  es  decir  por 
debajo  de  100  mil  plaquetas;  uno  estaba  en  los  límites 
de  100  mil  y solo  uno  presentaba  plaquetas  por  encima 
de  200  mil  por  milímetro  cúbico.  La  cifra  promedio 
fue  entre  50  y 80,000  plaquetas,  siendo  la  más  baja 
de  40,000.  Exámenes  seriados  de  los  casos  seguidos 
en  Clínicas  Externas  demuestran  que  estas  cifras  pueden 
variar,  pero  generalmente,  nunca  sobrepasan  la  cifra 
de  100  mil  plaquetas.  En  los  5 casos,  no  presentes  fí- 
sicamente, se  ha  realizado  un  cálculo  aproximado  de 
acuerdo  con  la  proporción  de  glóbulos  rojos  a pía- 


Casos  Sexo  Edad  Síntomas  Tiempo  Tiempo  Ret.  del  Prueba  Protli.  Proth.  corns  Plaq.  Plaq.  Cuerpos  Grupo  de 

Purpúricos  de  Coag.  Sangría  Coag.  Lazo  Time  Test  Gig.  x mmc.  Dohle  Sangre 
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Fig.  1:  El  árbol  genealógico  de  la  madre  y del  propósito. 


Fig.  2:  Se  demuestra  una  plaqueta  gigante. 


quetas. 

Es  bueno  señalar  aquí  que  al  examinar  la  lámina 
de  sangre  periférica  parece  existir  un  número  superior 
de  plaquetas  al  realmente  existente,  y cuando  se  trata 
de  contar  por  el  método  directo  parecen  existir  menos, 
dado  que  por  su  gran  tamaño  es  fácil  tomarlas  como 
glóbulos  rojos  (Fig.  2).  El  examen  de  sangre  periférica 
demostró  como  dato  sobresaliente  la  presencia  de 
muy  abundantes  plaquetas  gigantes  en  todos  los  casos 
excepto  2.  Algunas  de  estas  plaquetas  tienen  más  de 
12  mieras  o sea  el  doble  de  un  eritrocito. 

Los  cuerpos  de  Dohle  están  presentes  en  todos  los 
casos,  fundamentalmente  dentro  del  protoplasma  de 
los  leucocitos  segmentados  (Fig.  3).  Algunos  eesinó- 
filos  y células  monocitarias  también  los  presentan. 


La  presencia  de  tales  inclusiones  puede  pasar  inad- 
vertida en  un  examen  de  sangre  ya  que  se  necesitan 
coloraciones  con  pH  bien  ajustado  para  verse  bien. 

La  aspiración  de  médula  ósea  demostró  que  existía 
un  número  apropiado  de  megakariocitos,  pero  un 
porciento  de  los  mismos  se  mostraban  inactivos.  Pla- 
quetas gigantes  se  pueden  observar  formándose  a partir 
del  protoplasma.  Los  cuerpos  de  Dohle  están  pre- 
sentes en  las  células  mieloides,  mielocitos  y meta- 
mielocitos. 

Por  último  el  tipo  y Rh  no  demostró  nada  de 
particular  excepto  por  un  caso  que  fue  Rho  negativo, 
dentro  de  todos  los  demás  positivos.  En  la  tabla  se 
incluyen  varios  familiares  que  no  padecen  la  anoma- 
lía, para  comparación. 
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Fig.  3:  Demuestra  las  inclusiones  de  Dohle  en  un  leucocito 
segmentado. 


Discusión 

Aunque  May  (4)  en  1909  describió  la  presencia  de 
inclusiones  protoplasmáticas  en  los  neutrófilos  de  un 
paciente  que  además  presentaba  plaquetas  gigantes 
en  su  sangre,  esta  asociación  no  volvió  a ser  mencionada 
basta  1945  en  que  Hegglin  (5)  reportó  el  mismo  hallaz- 
go en  una  familia  (padre  y dos  hijos)  que  presentaban 
además  trombocitopenia  crónica. 

Como  dato  curioso,  esta  anomalía  no  fue  reportada 
a los  Estados  Unidos  hasta  1960,  cuando  Petz  y asocia- 
dos (6)  describieron  tres  casos  asintomáticos.  En  1961 
Wassmuth  y colaboradores  (7)  describieron  13  casos 
en  una  familia,  todos  asintómaticos.  En  1962  Oski  y 
colaboradores  (8)  realizaron  un  cuidadoso  estudio  en 
otra  familia  con  3 miembros  afectados  de  los  cuales 
uno  padecía  de  una  severa  púrpura  siendo  los  otros  2 
asintomáticos.  Dos  nuevos  casos  fueron  descritos 
por  Larsen  y Jordan  en  1965  (9). 

Buchanan  y colaboradores  en  1964  (10)  estudiaron 


dos  casos  dando  especial  énfasis  al  estudio  cromosomal 
y Hosclaw  estudió  un  caso  (11)  asociado  con  glositis, 
faringitis  e hipotonía  muscular.  Dos  casos  adicionales 
fueron  estudiados  por  Davis  y Wilson  con  especial 
referencia  a la  supervivencia  de  las  plaquetas. 

En  el  X Congreso  Internacional  de  Hematología 
celebrado  en  Estocolmo  en  1964,  Goudemant  y cola- 
boradores (18)  presentan  cinco  nuevos  casos  (madre  y 
cuatro  hijos)  con  signos  de  púrpura  trombocitopénica 
y demás  hallazgos  de  la  anomalía,  concluyendo  que 
debe  tomarse  en  cuenta  ésta  en  la  etiología  de  la  púr- 
pura trombocitopénica.  Algunos  otros  casos  de  la 
anomalía  posiblemente  existen, pero  no  han  sido  repor- 
tados en  la  literatura,  que  nosotros  sepamos. 

Hasta  el  presente  sin  incluir  nuestros  casos,  han  sido 
descritos  36  casos,  de  los  cuales  9 han  sido  señalados 
por  presentar  síndrome  purpúrico  y los  otros  27  asin- 
tomáticos. En  21  casos  se  ha  señalado  la  presencia  de 
de  trombocitopenia,  los  restantes  tenían  cifras  normales 
de  plaquetas. 

Algunos  casos  en  los  que  el  diagnóstico  de  May- 
Hegglin  ha  sido  planteado  (12,  13)  no  son  considerados, 
porque  a pesar  de  presentar  corpúsculos  de  Dohle, 
trombocitopenia  y plaquetas  gigantes,  estos  hallazgos 
han  sido  transitorios,  en  el  curso  de  graves  complica- 
ciones infecciosas  y no  se  han  encontrado  en  otros 
miembros  de  la  familia. 

De  hecho  el  carácter  hereditario  ha  sido  señalado 
por  casi  todos  los  que  han  descrito  casos  de  la  anomalía, 
con  excepción  de  los  casos  de  May,  de  Schooler  y de 
Hosclaw. 

Una  alteración  de  tipo  cromosomal  consistente  en 
la  supresión  de  la  rama  corta  del  cromosoma  XIII,  fue 
descrita  por  Buchanan  en  los  casos  de  una  familia 
de  la  que  dos  presentaban  los  caracteres  de  la  anomalía 
de  May-Hegglin  (10).  Es  posible  que  alguna  alteración 
cromosomal  esté  presente  en  nuestros  casos,  pero  aún 
no  han  sido  estudiados  sus  ideogramas. 

Davis  y Wilson  (14)  creen  que  las  plaquetas  son 
rápidamente  destruidas  por  el  sistema  reticulo  endo- 
telial  debido  a su  gran  tamaño.  Estudiando  las  pla- 
quetas de  estos  casos  valiéndose  de  la  serotonina 
marcada  con  C14,  encontraron  que  la  sobrevida  de 
estas  plaquetas  era  solo  de  3 días  en  tanto  que  las 
de  las  personas  normales  es  de  6.9  días  (1.05).  Por 
otra  parte,  la  esplenectomía  no  parece  ejercer  acción 
sobre  este  aumento  en  la  destrucción,  ya  que  fue 
estudiado  en  2 hermanos  a uno  de  los  cuales  se  le 
extirpó  el  bazo  y al  otro  no,  pero  no  existió  diferen- 
cia entre  la  sobrevida  de  las  plaquetas  entre  ellos. 
Este  estudio  sirvió  además  para  comprobar  que,  aun- 
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que  el  número  de  plaquetas  era  solo  la  tercera  parte 
de  una  persona  normal,  su  volumen  era  igual,  debido 
a su  gran  volumen.  De  hecho  se  definen  como  gigantes 
aquellas  plaquetas  con  un  diámetro  superior  a 4 mieras 
y un  volumen  superior  a 15  micrones  cúbicos  (Rebuk) 
(15). 

La  morfología  de  las  plaquetas  gigantes  es  muy  va- 
riable, algunas  son  redondas  pero  la  mayoría  son  elon- 
gadas  con  forma  oval,  recta  o encurvada.  La  periferia 
tiende  a formar  prolongaciones  filamentosas  o pseudo- 
pódicas.  Las  plaquetas  aparecen  la  mayoría  aisladas 
unas  de  otras  aunque  no  es  raro  observar  grupos 
de  plaquetas  de  tamaño  normal  rodeando  a una  o 
varias  plaquetas  gigantes.  La  presencia  de  plaquetas 
gigantes  ha  sido  señalada  en  varios  estados  patológicos 
como:  leucemias,  mieloptisis,  infecciones  severas  y 

aun  en  la  púrpura  trombocitopénica  de  carácter  idio- 
pático  en  las  que  un  fenómeno  inmunológico  desco- 
nocido está  en  juego  (16).  Itoga  y colaboradores  (17) 
describe  la  presencia  de  plaquetas  gigantes  en  los 
casos  tratados  con  ciclofosfamida. 

Goudemant  y colaboradores  (18)  han  estudiado 
algunas  propiedades  de  las  funciones  plaquetarias  como 
la  adhesividad  en  vivo  y en  vitro,  concentración  de 
factor  plaquetario  III,  etc.,  encontrándolos  normales. 
Los  estudios  de  las  plaquetas  con  el  microscopio  elec- 
trónico realizados  por  Rebuk  (15)  ha  demostrado  que 
la  constitución  de  las  plaquetas  gigantes  es  semejante 
a las  normales.  Como  hemos  observado  en  nuestros 
casps,  las  plaquetas  son  funcionalmente  normales,  como 
lo  demuestra  una  retracción  del  coágulo  normal.  Las 
alteraciones  en  el  tiempo  de  sangría,  y en  el  tiempo  de 
consumo  de  la  protombina  están  estrechamente  ligados 
a un  descenso  notable  del  número  de  plaquetas  en  tales 
casos. 

Una  paradoja  histórica  resulta  con  los  cuerpos  o in- 
clusiones de  Dohle.  A pesar  de  haber  sido  May  el  pri- 
mero en  describir  su  presencia  en  el  primer  caso  de  la 
anomalía  en  1909,  no  llevan  su  nombre,  sino  el  de 
Dohle,  que  las  describió  2 años  después,  asociándolos 
con  la  escarlatina  como  un  signo  patognomónico.  Des- 
pués se  comprobó  que  los  cuerpos  de  Dohle  acompañan 
frecuentemente  a las  graves  infecciones,  con  carácter 
transitorio  y este  carácter  es  precisamente  lo  que  las 
distingue  de  las  de  la  anomalía  de  May  Hegglin  que 
son  permanentes  por  vida.  Ultimamente  han  sido  des- 
critas en  el  embarazo  (19)  pero  realmente  en  mi  expe- 
riencia jamás  las  he  observado. 

Las  inclusiones  se  observan  predominante  en  los 
neutrofilos,  localizadas  preferentemente  en  la  periferia 
en  forma  de  una  pequeña  coma  de  color  ligeramente 


azul  desprovista  de  granulaciones.  A veces  desaparece 
la  inclusión  y en  su  lugar  queda  una  vacuola.  El  número 
de  leucocitos  presentando  inclusiones  de  Dohle,  es 
variable  en  los  casos  con  la  anomalía,  a veces  puede  estar 
presente  hasta  en  el  90  porciento  de  los  neutrofilos, 
y en  algunos  casos  solo  se  observan  en  muy  aisladas 
células. 

Los  cuerpos  de  Dohle  se  interpretan  como  partículas 
de  RNA  (ácido  ribonucleico)  que  permanecen  sin  trans- 
formación en  el  protoplasma  celular.  Son  partículas 
pirinofilas,  es  decir  toma  el  color  de  la  pironina  en  la 
coloración  de  Pappenhein,  y son  Feulgen  y Schiff 
negativas  desapareciendo  cuando  se  les  trata  por  ri- 
bonucleasa.  Estudios  con  el  microscopio  electrónico 
demuestran  tratarse  de  espacios  desprovistos  de  granu- 
laciones, y lo  mismo  puede  inferirse  al  observar  un  espa- 
cio claro  en  el  lugar  de  la  inclusión  cuando  se  realiza 
una  coloración  de  peroxidasa  (Miale). 

Los  síntomas  de  púrpura  raramente  son  graves. 
El  caso  más  alarmante  es  el  citado  de  Oski  (8).  En  los 
casos  descritos  por  M Goudemant  (18)  y los  nuestros, 
los  signos  purpúricos,  aunque  son  muy  llamativos,  no 
causan  sangramientos  profusos  y evolucionan  por  exa- 
cerbaciones y mejorías,  de  acuerdo  generalmente  con 
el  nivel  de  las  plaquetas.  El  factor  vascular  aparente- 
mente no  influye  en  nada,  pero  las  manifestaciones 
purpúricas  son  mejoradas  por  el  tratamiento  con  es- 
teroides.  Un  buen  número  de  casos  con  la  anomalía 
permanecen  asintomáticos,  entre  ellos,  7 de  nuestros 
casos. 

Los  casos  de  la  anomalía  de  May-Hegglin  presentando 
síntomas  de  púrpura  han  sido  interpretados  como 
púrpura  idiopática  trombocitopénica.  La  razón  es 
lógica  por  las  siguientes  razones: 

1.  Se  trata  de  una  entidad  recientemente  reportada 
en  la  literatura  médica. 

2.  Los  síntomas  de  púrpura  son  de  larga  duración. 

3.  Existe  una  trombocitopenia  manifiesta. 

4.  Las  plaquetas  gigantes  pueden  ser  observadas  en 
casos  de  púrpura  idiopática  atribuidas  a un  fenómeno 
inmunológico  y los  cuerpos  de  Dohle  pueden  muy 
fácilmente  pasar  inadvertidos. 

5.  En  la  médula  ósea  existe  un  número  de  mega- 
kariocitos  inactivos,  una  característica  de  la  púrpura 
idiopática. 

6.  Se  han  citado  numerosos  casos  en  que  la  púr- 
pura idiopática  aparece  en  varios  casos  de  la  misma 
familia. 

Todo  lo  anterior  nos  lleva  a la  conclusión  de  que 
frente  a cualquier  caso  de  púrpura  trombocitopénica, 
tengamos  en  mente  la  posibilidad  de  la  anomalía 
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de  May-Hegglin,  aún  reconociendo  que  la  idiopática 
es  mucho  más  frecuente.  Por  otra  parte  los  casos 
más  difíciles  de  diferenciar  de  la  anomalía  de  May- 
Heggl  in  son  aquellos  en  que  aparezcan  plaquetas  gi- 
gantes y/o  corpúsculos  de  Dohle  en  el  curso  de  graves 
infecciones  y en  ciertas  hemopatías,  las  cuales  además 
pueden  acompañarse  de  síntomas  purpúricos.  La  au- 
sencia de  incidencia  familiar,  y lo  transitorio  de  los 
anteriores  hallazgos,  harán  fácil  descartarlos. 

Si  atendemos  solamente  a las  manifestaciones  pur- 
puricas  de  carácter  ligero  o mediano,  que  aparecen 
espontáneamente  o por  un  trauma  ligero,  pudiéramos 
pensar  en  casos  de  la  llamada  púrpura  simplex,  que 
a veces  también  tiene  un  carácter  familiar,  pero  en  la 
que  faltan  los  demás  caracteres  hematológicos. 

Otras  diátesis  hemorrágicas  como  son  los  déficits 
de  tromboplastinógeno  (hemofilias)  puras  o asociadas 
con  defectos  en  la  adhesividad  de  las  plaquetas  (Von 
Willeb  rand)  o en  los  vasos  capilares  (angiohem olilia) 
son  tan  sencillas  de  separar  de  la  anomalía,  que  tan 
pronto  se  realizan  las  primeras  investigaciones  quedan 
eliminadas. 

Otros  tipos  de  inclusiones  dentro  de  los  leucocitos 
que  pudieran  confundirse  con  los  cuerpos  de  Doble, 
como  las  de  Chediak-Highashi,  tienen  caracteres  tan 
definidos  que  hacen  su  confusión  prácticamente  im- 
posible; además  de  otras  características  de  tal  ano- 
malía (20). 

Resumen 

Hemos  presentado  una  numerosa  familia  puertorri- 
queña donde  22  miembros  presentan  los  hallazgos 
hematológicos  de  la  anomalía  de  May  Hegglin,  lo  cual 
casi  duplica  el  número  de  casos  señalados  en  la  litera- 
tura americana. 

Las  características  más  salientes  de  nuestros  casos 
la  constituyen  la  morfología  y el  tamaño  exagerado 
de  las  plaquetas,  la  acentuada  trombocitopenia,  la 
amplia  penetración  familiar  y la  predominancia  de 
síntomas  purpúricos  de  tipo  mediano. 

El  hallazgo  de  púrpura  en  el  70  porciento  de 
nuestros  casos  nos  llevan  a considerar  esta  entidad 
en  el  diagnóstico  diferencial  de  las  púrpuras  trombo- 
citopénicas,  como  un  agente  causal  más. 

Summary 

We  have  presented  a large  Puerto  Rican  family 
of  whom  22  have  the  hematological  findings  of  May 
Hegglin’s  anomaly.  Although  we  could  not  complete 
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the  study  of  all  their  kindred,  the  positive  cases 
found  almost  double  the  number  of  cases  of  the 
anomaly  reported  in  the  medical  literature. 

The  typical  findings  are  the  outstanding  size  and 
morphology  of  the  giant  platelets,  the  accentuated 
thrombocytopenia,  the  predominance  of  purpuric  symp- 
toms of  mild  type  and  the  wide  familiar  penetration. 

The  presence  of  purpura  was  found  in  about  70 
percent  of  the  affected  cases  and  some  of  them  had 
been  admitted  many  times  in  different  local  hos- 
pitals with  the  diagnosis  of  idiopathic  thrombocyto- 
penic purpura.  This  anomaly  should  be  considered 
in  the  differential  diagnosis  of  thrombocytopenic  pur- 
pu  ra. 
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CARTA  A LA  REDACCION 


SOBRE  LINA  CONFUSION  LEXICOLOGICA:  ¿“RUBELLA” 
O RUBEOLA? 


Veale,  en  1866  (1),  propuso  que  se  llamara  “rubella” 
a una  enfermedad  infecciosa  advertida  por  autores 
alemanes  del  siglo  18  y que  llevaba  el  muy  teutónico 
apelativo  de  "rotheln  . Adujo  Veale  (pie  las  enfer- 
medades deben  tener  nombres  breves,  eufónicos  e 
inequívocos  (2).  Al  parecer,  le  daba  a la  termino- 
logía mucho  más  importancia  que  nosotros. 

Andando  el  tiempo  este  sarampión  bastardo  ad- 
quirió cédula  de  legitimidad.  Las  revelaciones  del 
australiano  Gregg  dieron,  en  1941,  un  gran  ímpetu 
a su  estudio.  Sabemos  el  resto. 

Pero  be  aquí  que  en  otros  países  nadie  se  planteó 
el  dilema  de  Veale  —tal  vez  porque  el  vocablo  germá- 
nico ''rotheln  no  logró  aceptación  fuera  de  Alemania 
y de  Inglaterra—,  y al  sarampioncito  le  llamaron,  con 
buena  lógica,  sarampión  alemán  o le  aplicaron  sin 
discernimiento  la  voz  latina  “rubéola”,  que  servía 
de  nombre  para  muchos  de  los  exantemas. 

Ignoramos  el  origen  preciso,  para  denominar  a los 
sarampiones,  del  calificativo  "rubeola”,  del  latín  “ru- 
beus”,  que  (al  igual  que  “rubella”,  del  latín  “rubellus”) 
significa  rojizo.  Probablemente  se  pierde  en  el  albor 
de  la  historia  y no  se  debe  a nadie  en  particular. 
Sabemos  que  Razés  distinguió  el  sarampión  de  la 
viruela,  pero  el  gran  médico  árabe  no  escribió  en  latín. 
Esta  sí  era  la  lengua  en  que  se  expresó  Sydenham, 
a quien  debemos  magistrales  descripciones  que  separa- 
ron definitivamente  al  sarampión  de  la  fiebre  escar- 
latina. Con  toda  seguridad,  no  obstante,  para  la 
época  de  Sydenham  era  costumbre  designar  todas 
estas  erupciones  morbilliformes  como  “rubeola”.  Y la 
incertidumbre  nosológica  entre  sarampión  alemán  y 
sarampión  común  persistió  hasta  el  siglo  19. 

El  problema  se  ha  complicado  en  nuestros  tiempos 
con  el  auge  que  ha  alcanzado  la  medicina  en  los 
países  de  habla  inglesa,  y,  durante  la  última  década, 
con  la  extensión  al  sarampión  clásico,  primero,  y más 
tarde  al  sarampión  alemán,  de  técnicas  preventivas 
eficaces,  es  decir  de  la  vacunación.  Si  Veale  no  hubiese 
sido  tan  persuasivo  entre  sus  colingües,  de  los  EE.  UU. 
nos  vendrían  hoy  las  vacunas  sencillamente  para  el 
sarampión  (o  "measles”),  y para  el  sarampión  alemán 


(o  "rotheln”,  o “German  measles”)*.  En  los  países 
hispanoparlantes  se  distribuirían  sin  dar  lugar  a con- 
fusión. Pero  la  vacuna  del  sarampión  alemán  llega 
rotulada  como  vacuna  contra  la  “rubella”,  y ha  habido 
quien  la  confunda  con  la  otra. 

Puede  que  sean  bizantinas  estas  consideraciones, 
que  al  fin  y al  cabo  acabemos  todos  los  médicos  por 
llamar  "rubella”  a la  rubeola  —al  sarampión  alemán—, 
aunque  nuestra  lengua  materna  no  sea  el  in<dés.  No 
hay  duda  que  el  significado  de  las  cosas  es  mucho 
más  importante  que  su  envoltura. 

Llegado  ese  día,  acaso  convengamos  en  quitarle 
la  elle  al  vocablo  y pronunciarlo  a la  inglesa,  “rubela” 
y no  “rubeya  . Recuérdese  que  escribimos  “belladona” 
y pronunciamos  la  elle  aunque  la  palabra  nos  la  dio  el 
italiano  ( bella  donna  ’,  por  las  guapas  venecianas  que 
se  echaban  gotas  del  midriático  para  hermosear  sus 
miradas;  unimos  las  dos  palabras  y prescindimos  sola- 
mente de  una  ene).  Por  tanto,  si  hemos  de  decir 
rubela  , escribámoslo  como  se  pronuncia.  Pero  será 
difícil  ponerse  de  acuerdo  o que  el  calificativo  logre 
vigencia  en  países  cuya  lengua  no  es  el  inglés,  y que 
no  son  Puerto  Rico,  porque  la  voz  " rubella ” no  es 
necesariamente  tan  eufónica  como  rubeola  a otros 
oídos.  Les  asistiría  esa  razón  tanto  como  sirvió  a 
Veale  hace  cien  años. 

Luego,  nos  incumbe  a los  puertorriqueños  compren- 
der por  qué  hay  confusión.  Así  nos  ahorraremos  em- 
barazosos deslices  (que  en  criollo  llamamos  “metidas 
de  pata”,  “huevos”  o “embarres”)  para  no  decir  a 
colegas  hispanoparlantes,  como  se  ha  dado  el  caso, 
por  ejemplo:  '‘Sí,  la  rubela’,  eso  que  Uds.  llaman 
rubéola”  . . . No,  no  es  que  ellos  “le  llamen”  rubeola 
(o  rubéola,  con  acento  en  la  e);  es  que  en  español 
se  dice  rubeola.  Y mientras  se  diga,  debemos  saber 
que  así  se  conoce  eso  que  nosotros  llamamos  “rubela”. 


* - Dicho  sea  de  paso,  “ measles ” viene  de  “ miselle ”, 
mote  que  en  la  Edad  Media  sirvió  para  designar  a los 
leprosos.  La  voz  castellana  “ sarampión ” tiene  eti- 
mología griega  ('“de  color  rojo  encendido ”). 
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Tocamos  aquí  al  tuétano  del  asunto.  Nuestra  de- 
sidiosa actitud  ante  el  idioma  como  vehículo  de  ex- 
presión — particularmente  ante  el  vernáculo—  nos  lleva 
a emplearlo  de  manera  tosca.  Criticamos  a los  que  se 
esmeran  por  hablarlo  bien,  tildándoles  de  pedantes, 
sin  darnos  cuenta  de  que  caemos  en  lo  pedestre. 
Peor  aún,  a menudo  no  sabemos  entendernos  con 
nuestros  compatriotas  en  asuntos  que  atañen  a la 
salud.  Singularmente,  nos  situamos  aparte  de  los 
puertorriqueños  cultos  cuando  decimos  disparates  como 
"la  coma  hepática',  "la  exantema  ”,  "la  eritema”,  "la 
enfisema”,  “tiene  disnea”,  “la  prueba  de  sensitividad ”, 
“las  figuras"  (por  cifras),  "periferal"  (por  periférico), 
"diabetis"  (por  diabetes),  etc.,  etc.,  etc.  . . We  should 
know  better,  dígase  con  una  frase  que  sí  se  entenderá 
bien. 

Mientras  el  hombre  requiera  la  palabra  para  co- 
municar con  sus  semejantes,  estos  temas  merecerán 
importancia.  Nos  lo  evoca  el  agudo  dicho  popular: 
No  es  lo  mismo  con  guitarra  que  con  violín”  . . . Yo, 
por  mi  parte,  no  veo  qué  empeño  debe  haber  en  llamar 


al  sarampión  alemán  por  otro  nombre.  Fue  equívoco 
apodarle  de  tal  modo  inicialmente,  pero  todo  el  mun- 
do sabe  ya  a qué  atenerse.  Si  ahora  se  le  quiere  decir 
rubela,  si  tan  implacablemente  fofa  es  la  tendencia 
imitativa  en  nuestro  medio,  ¡que  se  le  diga!  : mal 
podríamos  contener  propensión  que  exhibe  tanto  mo- 
mento de  inercia  como  lo  hace  ésta.  Pero  sepamos, 
por  lo  menos,  que  no  es  así  necesariamente  en  otros 
sitios.  Y no  quedemos  en  ridículo  al  pretender  dar 
ejemplo  con  nuestra  indolencia. 

Dr.  Manuel  E.  Soto  Viera 
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EDITORIAL 


CARDIOLOGY  IN  PUERTO  RICO  - 1970 


During  the  last  decade  a technological  and  therapeutic  revolution  has  altered  completely  the 
fields  of  cardiology  and  cardiovascular  surgery.  Forgotten  now  are  the  darkened  rooms  of  I960 
when  heart  catheterization  was  limited  to  the  right  side  of  the  heart  and  one  could  barely  make 
out  the  catheter  in  the  antiquated  fluoroscopes  then  used.  By  mid-decade  change  was  everywhere 
and  heart  catheterizations  were  performed  with  bright  image  intensifiers,  the  left  side  of  the  heart 
was  routinely  evaluated  and  videotape  playback,  bi-plane  angiography,  pacing  techniques  and  nu- 
merous other  technical  accomplishments  brought  new  life  and  a sense  of  excellency  to  cardiology. 
In  a similar  short  span  cardiovascular  surgeons  progressed  from  ackward  closed  mitral  commissuro- 
tomies and  gross  chiseling  away  at  calcified  aortic  valves  to  the  non-chalant  replacement  of  one,  two 
and  occasionally  three  valves  with  synthetic  prosthesis.  By  that  time  cardiopulmonary  bypass  be- 
came of  age  and  enabled  surgeons  to  repair  complex  congenital  defects  with  acceptable  mortality 
and  highly  satisfying  results.  The  rest  of  the  decade  brought  a direct  attack  in  the  first  cause  of 
death,  coronary  artery  disease,  with  the  advent  of  coronary  care  units,  continuous  in-patient  and 
ambulatory  electrocardiographic  monitoring  and  the  routine  use  of  coronary  arteriography.  Super 
selective  angiographic  techniques  permitted  us  to  explore  completely  the  vascular  maze.  New  drugs 
like  lidocaine,  propanolol,  clofibrate  and  isoproterenol  have  supplemented  the  old  pharmacological 
armamentorium.  Surgeons  have  demonstrated  their  technical  wizardry  by  excising  ventricular 
aneurysms,  vascularizing  ischemic  myocardium  and  transplanting  whole  hearts,  occasionally  also 
transplanting  the  lungs  at  the  same  time  for  good  measure. 

The  1970’s  promise  to  be  the  golden  age  of  Technological  Cardiology  and  the  achievements  of 
this  coming  decade  will  surely  be  crowned  by  the  clinical  use  of  temporary  and  implantable  arti- 
ficial hearts,  atomic-pile  pacemakers  and,  perhaps,  the  unraveling  of  the  immune  — rejection  me- 
chanism. The  new  technology  will  continue  to  improve  the  clinical  acumen  of  physicians  and  allow 
patients  to  live  longer  and  more  comfortable  lives. 

The  purpose  of  this  editorial,  however,  is  not  to  exhaustively  enumerate  the  achievements  in  the 
field  of  cardiology  during  the  last  ten  years.  It  is  of  more  itnportance  to  examine  realistically  the 
present  state  of  cardiology  in  Puerto  Rico  and  determine  whether  we  and  our  patients  are  really 
participating  and  benefitting  to  a significant  degree  from  this  progress.  Or  are  we,  inexorably, 
failing  to  keep  pace  with  developments  in  this  field?  Let  us  ask  ourselves  the  following:  What 
is  the  present  status  of  institutional  and  private  medical  care  in  the  field  of  cardiology  in  Puerto 
Rico?  What  facilities  are  there  available  for  performing  appropriate  diagnostic  studies  in  Puerto 
Rico?  What  is  the  status  of  cardiovascular  surgery  as  we  enter  this  coming  decade  in  Puerto  Rico? 
How  much  are  practicing  physicians  and  the  general  public  benefitting  progress  in  this  field,  in 
Puerto  Rico? 

The  decade  of  the  1960’s  began  locally  on  an  optimistic  note.  In  the  late  1950’s  open  heart 
surgery  was  first  performed.  In  I960  the  School  of  Medicine  moved  its  clinical  facilities  to  the 
University  District  Hospital  and,  in  this  manner,  the  first  step  in  creating  the  impressive  Puerto 
Rico  Medical  Center  was  taken.  Everyone  looked  forward  with  confidence  and  optimism.  The 
decade  of  the  I970’s,  however,  begins  disappointingly.  Despite  the  abilities  of  great  surgeons  car- 
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diovascular  surgery  has  not  progressed  dramatically  and,  indeed,  it  seems  to  have  been  marking 
time  in  the  last  few  years.  Surgery  at  the  beginning  of  the  1970’s  is  not  much  different  from  that 
was  available  at  the  beginning  of  the  1960’s.  The  postoperative  care  of  these  patients  certainly 
leaves  much  to  be  desired.  Despite  the  isolated  efforts  by  individuals  and  institutions  only  two 
coronary  care  units  may  be  considered  to  be  working  satisfactorily  in  the  entire  island.  The  con- 
cept of  coronary  care  is  not  even  accepted  yet  by  most  practicing  physicians  and  not  really  unders- 
tood by  some  who  profess  to  favor  its  application.  The  purchase  of  electronic  equipment  does 
not  automatically  create  a coronary  care  unit.  Attaching  electrodes  to  a patient,  by  itself,  does 
not  improve  his  chances  of  survival.  Diagnostic  studies  have  not  improved  significantly  during 
the  last  decade  and  really  complete  studies  are  seldom  done  because  of  recurring  difficulties  with 
equipment  and  personnel.  Indeed,  during  several  months  each  year  adult  cardiac  catheterization 
is  not  available  at  our  leading  institutions  because  of  equipment  failure.  In  several  occasions  ex- 
pensive equipment  has  been  purchased  by  hospitals  only  to  remain  in  idle  obsolescence  or  to  be 
improperly  and  sporadically  used  because  of  multiple  factors.  There  is  no  awareness  by  the  public 
nor  by  some  physicians  of  how  the  new  technology  may  benefit  individual  patients  and  no  ade- 
quate facilities  to  properly  evaluate  and  treat  promptly  those  patients  who  do  seek  our  help. 

To  me,  at  least,  it  seems  that  most  of  the  60’s  has  passed  by  us.  The  future  does  not  seem  at 
all  favorable.  Almost  revolutionary  changes  must  occur  in  the  next  few  years  if,  indeed,  we  are 
to  remain  at  least  close  enough  to  even  understand  the  promised  progress  in  this  field. 

What  is  responsible  for  this  sorry  state  of  affairs?  Is  it  lack  of  money,  lack  of  trained  personnel, 
lack  of  proper  motivation?  Is  it  failure  to  use  our  resources  efficiently?  Is  it  petty  jealousies  and 
insecure  or  muddled  leadership?  The  causes  for  our  present  difficulties  are  multifactorial.  One 
is  the  failure  to  preserve  our  past  gains  and  keep  building  on  what  we  already  have.  Once  esta- 
blished, a diagnostic,  surgical,  or  therapeutic  team  should,  at  least,  perpetuate  itself.  The  turn- 
over of  personnel  must  be  anticipated,  reduced  to  a minimum  by  proper  incentives,  and  trained 
understudies  should  be  available  to  carry  on.  Organizations  must  have  depth  if  they  are  to  sur- 
vive. The  new  cardiology  demands  the  establishment  of  teams.  No  matter  how  well  trained  a 
surgeon  or  cardiologist  is,  he  cannot,  by  himself,  constitute  a service.  This  is  why  when  photo- 
graphs were  published  after  a heart  transplant  operation  forty  or  more  physicians,  technicians 
and  nurses  were  shown  surrounding  the  starring  surgeon.  They  share  his  credit.  Without  them 
to  provide  the  continuous  attention  these  patients  need,  the  routine  performance  of  complex  diag- 
nostic studies  and  open  heart  surgery  is  simply  not  possible.  It  is  false  economy  to  attempt  to  establish 
a new  service  with  minimum  personnel  because  such  a service  will  lack  permanency  and  is  always 
threatened  by  illnesses,  resignations  and  pregnancies. 

Another  factor  preventing  continued  development  is  the  complacent  attitude  of  physicians  and 
administrators.  There  is  no  sense  of  urgency  in  bringing  facilities  to  date  or  in  establishing  new 
services.  As  a result  it  takes  years  to  go  from  the  planning  stage  to  actual  operation.  Many  private 
hospitals  are  not  interested  in  new  diagnostic  or  therapeutic  procedures  which  are  not  economically 
attractive  or  which  could  interfere  with  the  routine  use  of  their  facilities.  Good  training  of  per- 
sonnel is  tedious  and  requires  time  so  that  personnel  in  most  intensive  and  coronary  care  units 
are  either  improperly  trained  from  the  first  or  are  not  kept  at  the  high  proficiency  level  which  the 
patient  needs  and  professional  responsibility  should  demand. 

What  can  be  done  to  improve  the  present  situation?  At  the  Puerto  Rico  Medical  Center  and 
other  government  hospitals,  for  example,  facilities  which  have  been  planned  and  have  almost  been 
ready  for  use  for  years,  should  be  appropriately  staffed  and  made  immediately  available.  The 
different  institutions  at  the  Medical  Center  should  recruit  the  personnel  needed  to  fully  open  fa- 
cilities now  only  partially  opened.  Training  programs  should  be  instituted  at  all  intensive  care, 
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coronary  care  and  recovery  rooms  to  give  personnel  continuous  on-the-job  training  and  periodic 
reviews  and  examinations.  Personnel  from  public  and  private  hospitals  should  be  allowed  to  par- 
ticipate in  training  at  established  specialized  units.  The  office  of  the  Medical  Regional  Program, 
using  information  gathered  in  their  recent  survey,  should  elaborate  and  help  finance  a master  plan 
for  future  development  of  cardiovascular  units  in  the  island  and  obtain  the  cooperation  of  all  con- 
cerned to  make  it  work.  There  is  not  enough  money,  trained  personnel,  nor  patients  to  justify 
identical  facilities  in  various  hospitals  in  the  same  area  so  that  different  hospitals  should  be  assigned 
specific  areas  of  responsibility  to  avoid  duplication.  A limited  number  of  private  hospitals  showing 
the  necessary  leadership  should  be  encouraged  and  assisted  in  creating  facilities  similar  to  the  ones 
found  at  present  only  in  some  government  hospitals.  Consolidation  of  facilities  in  neighboring  hos- 
pitals should  be  considered  when  this  will  improve  the  service  given  to  patients.  However,  when  the 
need  justifies  similar  nearby  facilities  they  should  remain  independent  to  foster  healthy  competition 
and  prevent  their  being  infected  by  burocratic  stagnation.  Philantropic  organizations  should  be 
properly  guided  and  their  efforts  coordinated  with  existing  programs.  Legislation  is  needed  to  en- 
courage donations  by  providing  tax  benefits  to  those  who  donate.  Hospitals  should  actively  seek 
aid  from  the  community  in  establishing  and  helping  finance  the  operation  of  special  cardiovascular 
units.  A program  to  keep  practicing  physicians  and  the  general  public  informed  of  available  and 
planned  facilities  should  be  instituted.  Above  all,  a renewed  concentrated  effort  should  be  made  by 
all  concerned  to  improve  the  practice  of  cardiology  in  Puerto  Rico  and  foster  its  future  growth. 

The  recent  visit  of  Maestro  Ignacio  Chávez  reminded  us  of  the  brilliant  accomplishments  of  the 
Mexican  nation  in  the  field  of  cardiology.  We  must  question:  when  will  we  begin  to  think  about 
the  creation  of  the  much  needed  Cardiological  Institute  of  Puerto  Rico?  If  it  were  established 
during  the  golden  decade  of  the  1970’s  it  would  create  a spearpoint  of  progress  in  this  field,  provide 
the  intellectual  stimulation  that  would  promote  basic  and  clinical  research,  provide  an  example  of 
excellence  in  patient  care,  train  our  future  physicians,  technicians  and  nurses,  and  serve  to  keep  us 
abreast  of  progress.  Here,  the  resources  of  our  island  could  be  concentrated  and  used  maximally 
and  efficiently  to  generate  new  developments  in  the  future.  Although  it  sounds  utopian,  the  Liga 
Contra  el  Cáncer  provides  the  established  precedent  for  the  doubters. 

In  summary,  a bird’s  eye  view  of  cardiology  in  Puerto  Rico  in  the  first  month  of  1970  reveals  much 
which  can  no  longer  be  tolerated  with  a clear  professional  conscience.  During  the  next  few  years 
all  concerned  must  redouble  their  efforts  so  that  we  may  catch  up  with  past  developments  and  make 
up  for  lost  time.  Unless  we  awake  promptly,  we  may  open  our  eyes  to  see  a distant,  incredible 
world  in  which  we  are  no  longer  participating  and  which  we  may  not  even  understand.  All  of  us 
must  demand  for  our  patients  what  we  know  is  the  best.  The  leaders  in  the  field  must  guarantee 
that  the  best  is  available  for  them. 


Francisco  Olazábal,  Jr.,  MD 


ACTUALIDADES  MEDICAS 


Convictions  for  Fraud  under  the  Medicare  Program 

Four  physicians  and  one  non-physician  have  been 
indicted  in  Tampa,  Florida,  by  a Federal  grand  jury 
for  alleged  Medicare  fraud  estimated  at  more  than 
♦ 200,000. 

Those  charged  with  “willfully  and  knowingly  cons- 
piring to  defraud”  the  Medicare  program  by  making 
false  claims  and  statements  are:  Dr.  Harry  M.  Katz, 
psychiatrist  Dr.  Pasquale  Louis  Gallizzi,  Dr.  Alex  F. 
Amadio,  Dr.  Robert  A.  Brewer,  and  Miss  Madge 
Mathis. 

The  Florida  indictment  follows  close  upon  the 
conviction  of  a Florence,  S.  C.,  physician  for  filing 
“false  information  and  fraudulent  claims  for  pay- 
ments from  Medicare. 

Dr.  Roy  P.  Cunningham  was  sentenced  to  8 years 
in  Federal  prison  by  U.  S.  District  Judge  Charles  E. 
Simmons  on  December  22.  He  was  found  guilty 
on  eight  counts  of  submitting  false  claims  for  payment 
of  432  house  calls,  for  a total  of  *6,480. 

Social  Security  Commissioner  Robert  M.  Ball  said 
that,  “We  are  trying  in  every  way  to  assure  tight  ad- 
ministration of  the  Medicare  program.  Built-in  safe- 
guards provide  early  detection  of  attempts  at  abuse 
and  fraud,"  he  said.  “Medicare,”  the  Commissioner 
noted,  “pays  about  30  million  doctors’  bills  and  12 
million  bills  from  institutional  providers  of  services 
each  year.  It  is  clear  from  our  investigations,”  he 
added,  “that  the  number  of  attempts  at  fraud  or  abuse 
is  relatively  very  small.” 

About  half  of  the  cases  investigated  by  the  Social 
Security  Administration,  he  said,  resulted  from  clerical 
errors,  misunderstandings  or  honest  mistakes  by  phy- 
sicians and  health  services. 

To  date,  the  Social  Security  Administration  has 
referred  the  cases  of  13  individuals  and  organizations 
to  the  Justice  Department  with  the  recommendation 
for  criminal  prosecution  for  fraud.  Another  five 
cases  have  been  referred  with  recommendations  that 
civil  proceedings  be  started  for  the  return  of  illegally 
collected  funds. 

Social  security  investigators  are  presently  preparing 
35  other  possible  fraud  cases  for  referral  to  the  Justice 


Department. 

The  most  common  types  of  alleged  violations  repor- 
ted include  physicians  and  providers  billing  for  services 
not  rendered,  excessive  charges,  alteration  of  bills,  du- 
plicate billing,  misrepresentation  of  types  of  services 
or  dates  of  services,  unreported  discounts  (kickbacks) 
and  employee  embezzlement. 

And  More  About  Medicare 

Doctors  who  belong  to  a Chicago  association  of 
physicians  may  be  held  individually  responsible  for 
claims  improperly  billed  to  the  Medicare  program  in 
an  amount  that  may  total  over  *1  million. 

Robert  M.  Ball,  Commissioner  of  Social  Security, 
disclosed  this  today  in  the  case  of  the  Associated 
Physicians  of  Cook  County  Hospital,  a tax-exempt 
corporation  formed  by  supervising  physicians  at  one 
of  the  nation’s  largest  charity  hospitals. 

There  is  evidence,  the  Commissioner  said,  that  the 
association  improperly  submitted  bills  in  the  names 
of  individual  supervising  physicians  for  services  actually 
rendered  only  by  interns  or  residents. 

Commissioner  Ball  said  a check  of  billing  practice 
of  other  teaching  hospitals  over  the  last  8 months 
has  uncovered  cases  of  inadequate  documentation  re- 
sulting in  the  suspension  of  payments  for  some  periods 
to  200  of  the  nation’s  1,200  to  1,300  teaching  hos- 
pitals, both  large  and  small. 

Medicare  regulations  provide  that  payments  may 
be  made  to  a supervising  physician  in  a teaching  hos- 
pital for  the  services  he  has  personally  rendered  to 
a Medicare  beneficiary.  The  participation  by  an  intern 
or  resident  (for  purposes  of  training)  in  the  care  of  the 
patient  does  not  prevent  payment  to  the  attending 
physician  who  is  also  a teacher. 

In  the  Cook  County  case,  however,  interns  and 
residents  actually  performed  alone  many  of  the  ser- 
vices that  were  billed  to  the  Medicare  program  in  the 
names  of  supervising  physicians.  Since  the  cost  of 
that  care  is  part  of  overall  hospital  costs  and  is  already 
paid  for  under  the  Medicare  hospital  insurance  plan,  it 
cannot  be  legally  billed  again  in  the  individual  doctor’s 
name  under  the  Medicare  doctor-bill  insurance  plan. 
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Development  of  a drug  apparently  effective  in  the  treat- 
ment of  acute  leukemia,  the  blood  cancer  that  afflicts  about 
20,000  adults  and  children  in  the  United  States  each  year, 
was  announced  at  a meeting  of  the  National  Cancer  Insti- 
tute of  the  National  Institutes  of  Health. 

The  new  drug,  produced  by  The  Upjohn  Company,  Ka- 
lamazoo. Mich.,  is  called  Cytosar  - from  the  chemical  cytara- 
bine,  also  known  as  cytosine  arabinoside.  Although  it  does 
not  cure  leukemia,  it  has  resulted  in  remission  of  the  disease 
in  37  percent  of  the  patients  treated. 

lests  indicate  that  Cytosar  gives  at  least  20  to  25  per- 
cent remissions  in  cases  of  acute  granulocytic  leukemia,  and 
3-  percent  remissions  in  acute  lymphocytic  leukemia,  however, 
the  overall  rate  reported  in  all  studies  is  even  higher.  The 
primary  action  of  Cytosar  seems  to  be  inhibition  of  DNA 
metabolism  - deoxyribonucleic  acid  — synthesis  in  the 
cell.  This  destroys  the  more  susceptible  leukemic  white 
blood  cells.  . 

Most  of  the  clinical  studies  with  Cytosar  have  been  con- 
ducted through  the  National  Cancer  Institute,  where  a total 
of  i84  patients  - adults  and  children  - were  treated.  Com- 
plete remissions  were  reported  in  38  cases,  with  partial  re- 
missions in  31  others.  This  gives  a 37  percent  overall  remise 
son  rate,  as  compared  with  the  15  percent  achieved  by 
other  forms  of  chemical  treatment  in  acute  granulocytic 
leukemia. 

Only  physicians  experienced  in  cancer  therapy  are  ad- 
vised to  use  Cytosar,  and  patients  should  be  hospitalized 
where  laboratory  and  other  facilities  are  available  to  moni- 
tor drug  tolerance  and  toxicity. 

The  main  toxic  effects  of  the  drug  include  bone  marrow 
suppression  with  reduction  in  leukocytes  and  thrombocytes, 
and  anemia.  Less  serious  toxicity  includes  nausea,  vomiting] 
diarrhea  and  abdominal  pain,  ulcerations  in  the  mouth,  and 
possibly  partial  impairment  of  liver  function. 

Although  Cytosar  is  prescribed  as  chemotherapy  for  acute 
leukemias,  investigations  in  other  areas  indicate  that  it  is 
active  against  DNA  viruses,  solid  tumors,  and  as  immuno- 
suppressive. 

Editor’s  Note: 

This  drug  is  of  most  use  in  acute  myelogenous  (granulo- 
cytic) leukemia  in  both  children  and  adults.  It  is  of  limited 
value  in  acute  lymphoblastic  leukemia  or  the  chronic  leukemias, 
ts  effectiveness  is  probably  enhanced  by  combination  therapy 
with  Cyclophosphamide  (Cytoxan)  or  Thioguanine  (Thioguan). 
t ii  very  toxic  and  should  be  used  only  by  experienced  phy- 
sicians in  cancer  chemotherapy  familiar  with  the  drug  and  with 
facilities  for  platelet  transfusions. 
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Instrucciones  para  los  Autores 

El  Boletín  acepta  para  su  publicación  artículos 
relativos  a medicina  y cirugía  y las  ciencias  afines. 
Igualmente  acepta  artículos  especiales  y correspon- 
dencia que  pudiera  ^ser  de  interés  general  para  la 
profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  ia  condición 
de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Edi- 
tora y la  del  impresor,  se  requiere  de  los  autores 
que  sigan  las  siguientes  instrucciones: 

Manuscrito:  El  manuscrito  completo,  incluyendo  las 
leyendas  y referencias  deberán  estar  escritos  a ma- 
quinilla  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen.  En 
página  separada  deberá  incluirse  lo  siguiente:  tí- 
tulo, nombre  del  autor  (es)  y su  grado  (ej:  MD, 
FACP),  ciudad  donde  se  hizo  el  trabajo,  el  hos- 
pital o institución  académica,  patrocinadores  del 
estudio,  y si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve 
introducción  en  la  cual  se  especifique  el  propó- 
sito del  mismo.  Las  secciones  principales  (como 
por  ejemplo:  materiales  y métodos)  deben  iden- 
tificarse como  un  encabezamiento  al  centro  y en 
letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clí- 
nicos o investigaciones  de  laboratorio  deben  orga- 
nizarse bajo  los  siguientes  encabezamientos:  Intro- 
ducción, Materiales  y Métodos,  Resultados,  Dis- 
cusión, Resumen  (en  español  e inglés),  Reconoci- 
miento y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados 
deben  organizarse  en  la  siguiente  forma:  Intro- 
ducción, Materiales  y Métodos  si  es  aplicable,  Ob- 
servaciones del  Caso,  Discusión,  Resumen  (en  español 
e inglés),  Reconocimientos  y Referencias. 
Nomenclatura:  Deben  usarse  los  nombres  genéricos 

de  los  medicamentos.  Podrán  usarse  también,  los 
nombres  comerciales,  entre  paréntesis,  si  así  se 
desea.  Se  usará  con  preferencia  el  sistema  métrico 
de  pesos  y medidas. 

Tablas:  Las  tablas  deben  aparecer  en  hojas  separadas. 
Estas  deben  incluir  el  título  y el  número  de  la 
tabla  (romano).  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se 
deben  omitir  líneas  verticales  y horizontales  en 
la  tabla. 


Figuras:  Las  fotografías  y microfotografías  se  some- 
terán como  copias  en  papel  de  lustre,  sin  montar. 
En  el  reverso  de  la  figura  debe  aparecer  el  numero 
de  la  figura  (arábigo)  y el  autor  y debe  indicarse 
la  parte  superior. 

Referencias:  Las  referencias  deben  ser  numeradas 

sucesivamente  de  acuerdo  con  su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis 
al  nivel  de  la  línea  u oración.  Al  final  de  cada 
artículo  las  referencias  deben  aparecer  en  el  orden 
numérico  en  que  se  citan  en  el  texto.  Estas  deben 
seguir  el  estilo  o patrón  del  “Index  Medicus”,  el 
cual  se  describe  a continuación: 

Para  artículos  de  Revista 

Apellido  (s),  e iniciales  del  nombre  del  autor  (es), 
título  del  artículo,  nombre  de  la  revista,  volumen, 
primera  página  y año. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

Para  citación  de  Libros 

Apellido  (s),  e iniciales  del  autor  (es),  título,  edi- 
ción, casa  editora,  ciudad,  año  y página. 

1 Vintrobe,  M.  M.:  Clinical  Hematology,  3rd  Ed. 

Lea  and  Febiger,  Philadelphia,  1952  p.  67. 

Deben  usarse  solamente  las  abreviaturas  indicadas  en 
el  “Cumulative  Index  Medicus”  que  publica  la  Aso- 
ciación Médica  Americana. 

Como  guía  de  referencia  para  preparar  su  artí- 
culo puede  usar  la  publicación  Advice  to  Authors 
que  publica  la  Scientific  Publications  Division,  Amer- 
ican Medical  Association,  535  N Dearborn  Street, 
Chicago,  Illinois,  60610. 

Instructions  to  Authors 

The  Boletín  will  accept  for  publication  contribu- 
tions relating  to  the  various  areas  of  medicine,  sur- 
gery and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  phy- 
sicians will  also  be  accepted.  All  material  is  accepted 
with  the  understanding  that  it  is  to  be  published 
solely  in  this  journal. 

In  order  to  facilitate  review  of  the  article  by  the 
Editorial  Board  and  the  work  of  the  printer,  the 
authors  must  conform  with  the  following  instructions: 

Manuscripts:  The  entire  manuscript,  including  legends 
and  references  should  be  typewritten  double  spaced 
in  duplicate  with  ample  margins.  A separate  title 
page  should  include  the  following:  title,  authors 
and  their  degrees  (e.  g.  MD,FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions. 


acknowledgment  of  financial  sponsors,  and  if  the 
paper  has  been  presented  at  a meeting  the  place 
and  date  should  be  given. 

The  manuscript  should  start  with  a brief  intro- 
ductory paragraph  or  paragraphs  which  should  state 
its  purpose.  Ihe  main  sections  (for  example,  Mater- 
ials and  Methods)  should  be  identified  by  center 
headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies 
or  laboratory  investigation  should  be  organized  un- 
der the  following  headings:  introduction,  Material 
and  Methods,  Results  if  indicated,  Discussion,  Sum- 
mary in  English  and  Spanish,  Acknowledgments  if 
any,  and  References. 

Nomenclature:  Generic  names  of  drugs  should  be 

used;  trade  names  may  also  be  given  in  parenthesis, 
if  desired.  Metric  units  of  measurements  should 
be  used  preferentially. 

Tables:  These  should  be  typed  on  separate  sheets  with 
the  title  and  table  number  (Roman)  centered.  Sym- 
bol for  units  should  be  confined  to  the  column 
headings.  Vertical  and  horizontal  lines  should  be 
omitted. 

Figures:  Photographs  and  photomicrographs  should 

be  submitted  as  glossy  prints,  unmounted.  They 
should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top 
should  be  indicated.  Legends  to  the  figures  should 


be  typed  on  a separate  sheet.  i 

References:  These  should  be  numbered  serially  as 

they  appear  in  the  text.  The  number  should  be  I 
enclosed  in  parenthesis  on  the  line  of  writing  and 
not  as  superscript  numbers.  At  the  end  of  the 
article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text. 
This  list  should  conform  to  the  Style  of  the  index 
Medicus  and  should  be  punctuated  as  in  the  follow- 
ing examples. 

For  journal  articles:  Surname  and  initials  of  au- 
thor (s),  title  of  articles,  name  of  journal,  vo-  I 
lume,  first  page  and  year. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

For  Books:  Surname  and  initials  of  author  (s), 
title,  edition,  publishing  house,  City,  year  and 
page. 

lEintrobe,  M.  M:  Clinical  Hematology,  3rd.  Ed. 

Lea  and  Febiger,  Philadelphia,  1952,  p.  67. 
Abbreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the  American 
Medical  Association. 

For  aid  in  preparing  your  manuscript  refer  to  the 
publication  Advice  to  Authors  available  from  the  Scien- 
tific Publications  Division,  American  Medical  Associa- 
tion, 535  N Dearborn  St.,  Chicago,  Illinois  60610. 


ANUNCIOS 

LOCALES  PARA  ALQUILAR  OFICINAS  PARA  ALQUILAR 


Alquilo  2 locales  propios  para  especialistas  medicos,  por 
estar  lado  Hospital  Sagrado  Corazón.  Inf.  Tapia  427,  San- 
turce,  P.  R„  Tels.  724-6359  - 725-4372. 

Se  alquila  local  segundo  piso,  para  médicos  - Más 
de  1,000  pies  cuadrados  - piso  terrazo  - tres  cuartos  - 
dos  baños;  luz,  agua  y parking  incluidos.  A varios 
minutos  del  Hospital  del  Maestro.  Centro  Médico  y 
Auxilio  Mutuo.  Para  más  información,  llamar  al 
Dr.  Cuevas,  teléfonos  767-1004  o 764-2226. 

Se  alquila  local  para  dispensario  médico  - Tiene 
tres  oficinas  - Teléfono  - Ave.  Comercial  Lomas. Ver 
des.  Para  más  información  llamar  al  teléfono  767-5095. 


Se  alquilan  dos  oficinas  para  médicos  psiquiátras  en  Pila 
Núm.  51,  esquina  Brumbaugh,  Edificio  Vargas,  Río  Piedras 
Están  semiequipadas.  Sitio  céntrico  próximo  a las  calle 
principales  de  Río  Piedras,  el  comercio,  a la  plaza  y a la 
Universidad.  Renta:  $100.00  al  mes  incluyendo  agua,  luz 
y limpieza.  Infórmese  con:  Amalia  H.  Vda.  de  Vargas 
Apartado  20267,  Río  Piedras,  P.  R.,  Teléfono  766-7398 

WANTED 

Internist,  Board  certified  or  eligible  to  work  in 
a prosperous,  growing  area  in  South  Texas.  Will 
share  modern  medical  building  with  Lab.  and  X-Ray 
facilities.  Please  contact  Victor  Malagón,  MD,  FACP, 
FACC,  802  So.  Main  St.,  McAllen,  Texas. 


before  and  after  surgery 


Berocca 

TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 

AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  jcbnditions  In 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  tempbrary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B12. 

Dosage:  1 or  2 tablets  daily,  as  Indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley.  New  Jersey  07110 


Lets  you  fit  the  formula  to  the  infant 


Carnation  Evaporated  Milk  is  not  a 
rigid,  ready-made  infant  formula.  «You 
choose  the  kind  and  amount  of  carbohy- 
drate to  be  added.  ■ You  specify  the  dilu- 
tion with  water.  «You  maintain  the  right  to 
prescribe  the  vitamin  preparation  of  your 
choice.  ■ And  you  make  the  decision 
whether  supplemental  iron  is  needed.  «You 
fit  the  formula  to  the  infant. 


Millions  of  babies  have  benefited  from 
flexible,  nutritious,  economical  Carnation 
Evaporated  Milk  formulas  ...  a tradition 
in  infant  feeding. 

Specify  Carnation  Evaporated  Milk  and 
you  specify  Carnation  quality. 

From  a world  leader  0 

in  nutritional  research  . . . gmation 


A once-populctr  treatment  for  back  pains 
was  to  have  the  seventh  son  of  a seventh  son 
stand  or  walk  on  the  patient's  back. 


For  headache,  a sovereign  remedy  was 
to  wear  a snakeskin  round  one's  head. 


The  pain  of  earache  was  allegedly  relieved 
by  holding  a hot  roasted  onion  to  the  ear. 


Empirirí 

Compound  with  Codeine 
Phosphate  gr.  1/2  No.  3 

Each  tablet  contains: 

Codeine  Phosphate  gr.  1/2  (Warning- 
May  be  habit  forming),  Phenacetin  gr.  2 1 / 2, 

Aspirin  gr.  3 1 / 2,  Caffeine  gr.  1 / 2. 

keeps  the  promise 
ol  pain  relief 

'B.W.  & Co.'  narcotic  products  are 
Class  "B”,  and  as  such  are  available  on  oral 
prescription,  where  State  law  permits. 

jfcnP  BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC. 
Tuckahoe,  N.Y. 


A realistic 
approach 

to  pain 
relief 


Contraindications:  Edema,  danger 
of  cardiac  decompensation;  history 
or  symptoms  of  peptic  ulcer;  renal, 
hepatic  or  cardiac  damage,  history 
of  drug  allergy,  history  of  blood 
dyscrasia  The  drug  should  not  be 
given  when  the  patient  is  senile  or 
when  other  potent  drugs  are  given 
concurrently.  Large  doses  of  the 
alka  formulation  are  contraindi- 
cated in  glaucoma 

Warning:  If  coumarin-type  anti- 
coagulants are  given  simultaneously, 
watch  for  excessive  increase  in  pro- 
thrombin time  Instances  of  severe 
bleeding  have  occurred  Persistent 
or  severe  dyspepsia  may  indicate 
peptic  ulcer,  perform  upper  gastro- 


intestinal x-ray  diagnostic  tests  if 
drug  is  continued.  Pyrazole  com- 
pounds may  potentiate  the  pharma- 
cologic action  of  sulfonylurea, 
sulfonamide-type  agents  and  insulin. 
Carefully  observe  patients  receiving 
such  therapy.  Use  with  caution  in 
the  first  trimester  of  pregnancy  and 
in  patients  with  thyroid  disease. 

Precautions:  Before  prescribing, 
carefully  select  patients,  avoiding 
those  responsive  to  routine  meas- 
ures as  well  as  contraindicated 
patients.  Obtain  a detailed  history 
and  a complete  physical  and  labora- 
tory examination,  including  a blood 
count  Patients  should  not  exceed 
recommended  dosage,  should  be 


closely  supervised  and  should  be 
warned  to  discontinue  the  drug  and 
report  immediately  if  fever,  sore 
throat,  or  mouth  lesions  (symptoms 
of  blood  dyscrasia);  sudden  weight 
gain  (water  retention),  skin  reac- 
tions; black  or  tarry  stools  or  other 
evidence  of  intestinal  hemorrhage 
occur  Make  complete  blood  counts 
at  weekly  intervals  during  early 
therapy  and  at  2-week  intervals 
thereafter  Discontinue  the  drug 
immediately  and  institute  counter- 
measures if  the  white  count  changes 
significantly,  granulocytes  decrease, 
or  immature  forms  appear  Use 
greater  care  in  the  elderly  and  in 
hypertensives. 


Adverse  Reactions  The  more 
common  are  nausea  and  edema. 
Swelling  of  the  ankles  or  face  may  be 
minimized  by  withholding  dietary 
salt,  reduction  in  dosage  or  use  of 
diuretics.  In  elderly  patients  and 
in  those  with  hypertension  the  drug 
should  be  discontinued  with  the  ap- 
pearance of  edema.  The  drug  has 
been  associated  with  peptic  ulcer 
and  may  reactivate  a latent  peptic 
ulcer. The  patient  should  be  in- 
structed to  take  doses  immediately 
before  or  after  meals  or  with  milk  to 
minimize  gastric  upset.  Drug  rash 
occasionally  occurs.  If  it  does, 
promptly  discontinue  the  drug. 
Agranulocytosis,  exfoliative  derma- 


Sandy  sails  again! 
After  an  arthritic  flare-up. 

His  rheumatoid  arthritis  flared  out  of  aspirin  control. 

It  meant  weeks  of  pain,  stiffness, 
swelling  and  tenderness. . .and  a lot  of  sun  and  wind  that 
somebody  else  took  advantage  of. 

Next  time,  after  aspirin,  consider  Butazolidin  alka: 
prompt  anti-inflammatory  effectiveness 
short  trial  period 
low  maintenance  dosage 

usual  dosage:  1 capsule  q.i.d.  initially,  then  1 or  2 daily 

Butazolidin  alka  i 

100  mg  phenylbutazone 

100  mg.  dried  aluminum  hydroxide  gel 

1 50  mg.  magnesium  trisilicate 


Serious  side  effects  can  occur. 

Select  patients  carefully  (particu- 
larly the  elderly)  and  follow  them 
closely  in  line  with  the  drug's  pre- 
cautions, warnings  and  contraindica- 
tions. Read  the  prescribing  informa- 
tion. It's  summarized  below. 


is,  Stevens-Johnson  syndrome, 
'ell's  syndrome  (toxic  necrotizing 
>idermolysis),or  a generalized 
Jergic  reaction  similar  to  serum 
:kness  may  occur  and  require 
jrmanent  withdrawal  of  medica- 
pn.  Agranulocytosis  can  occur 
Ijddenly  in  spite  of  regular,  repeated 
)rmal  white  counts.  Stomatitis 
id,  rarely,  salivary  gland  enlarge- 
ent  may  require  cessation  of  treat- 
ent.  Such  patients  should  not 
iceive  subsequent  courses  of  the 
;ug  Vomiting,  vertigo  and  languor 
iay  occur  Leukemia  and  leukemoid 
¡actions  have  been  reported  While 
ot  definitely  attributable  to  the 
rug,  a causal  relationship  cannot 


be  excluded.  Thrombocytopenic 
purpura  and  aplastic  anemia  may 
occur.  Confusional  states,  agitation, 
headache,  blurred  vision,  optic 
neuritis  and  transient  hearing  loss 
have  been  reported,  as  have  hyper- 
glycemia, hepatitis,  jaundice,  hyper- 
sensitivity angiitis,  pericarditis  and 
several  cases  of  anuria,  glomer- 
ulonephritis and  hematuria  With 
long-term  use.  reversible  thyroid 
hyperplasia  may  occur  infrequently. 
Moderate  lowering  of  the  red  cell 
count  due  to  hemodilution  may 
occur. 

Dosage  in  Rheumatoid  Arthritis: 
Initial:  3 to  6 capsules  daily  in  3 or  4 
equal  doses.  Trial  period:  1 week. 


Maintenance  dosage  should  not 
exceed  4 capsules  daily,  response  is 
often  achieved  with  1 or  2 capsules 
daily.  In  selecting  the  appropriate 
dosage  in  any  specific  case,  con- 
sideration should  be  given  to  the 
patient's  weight,  general  health,  age 
and  any  other  factors  influencing 
drug  response.  (B)46-070-C 
For  complete  details,  please  see  full 
prescribing  information 

Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York  10502 


Iff  it  doesn't  work  in  a week,  forget  it, 


symptoms  or  mixed  anxiety-depression  are  rarely  clear-cut... 
but  they  are  often  a clear  indication  for 

Mellaril 

(thioridazine) 

25  mg.  t.i.d. 

effective  in  mixed  anxiety-depression  and  in  moderate  to  severe  anxiety 


Before  prescribing  or  administering,  see  Sandoz 
literature  for  full  product  information,  including 
adverse  reactions  reported  with  phenothiazines.  The 
following  is  a brief  precautionary  statement. 
Contraindications:  Severe  central  nervous  system 
depression,  comatose  states  from  any  cause,  hyper- 
tensive or  hypotensive  heart  disease  of  extreme  degree. 
Warnings:  Administer  cautiously  to  patients  who  have 
previously  exhibited  a hypersensitivity  reaction  (e.g., 
blood  dyscrasias,  jaundice)  to  phenothiazines.  Pheno- 
thiazines are  capable  of  potentiating  central  nervous 
system  depressants  (e.g.,  anesthetics,  opiates,  alcohol, 
etc.)  as  well  as  atropine  and  phosphorus  insecticides. 
During  pregnancy,  administer  only  when  necessary. 
Precautions:  There  have  been  infrequent  reports  of 
leukopenia  and/or  agranulocytosis  and  convulsive 
seizures.  In  epileptic  patients,  anticonvulsant 
medication  should  also  be  maintained.  Pigmentary 
retinopathy  may  be  avoided  by  remaining  within  the 
recommended  limits  of  dosage.  Administer  cautiously 
to  patients  participating  in  activities  requiring 
complete  mental  alertness  (e.g.,  driving).  Orthostatic 
hypotension  is  more  common  in  females  than  in  males. 
Do  not  use  epinephrine  in  treating  drug-induced 
hypotension.  Daily  doses  in  excess  of  300  mg.  should 
be  used  only  in  severe  neuropsychiatric  conditions. 


Adverse  Reactions:  Central  Nervous  System- 
Drowsiness,  especially  with  large  doses,  early  in 
treatment;  infrequently,  pseudoparkinsonism  and 
other  extrapyramidal  symptoms;  nocturnal  confusion, 
hyperactivity,  lethargy,  psychotic  reactions, 
restlessness,  and  headache.  Autonomic  Nervous 
System— Dryness  of  mouth,  blurred  vision,  constipation, 
nausea,  vomiting,  diarrhea,  nasal  stuffiness,  and  pallor. 
Endocrine  System— Galactorrhea,  breast  engorgement, 
amenorrhea,  inhibition  of  ejaculation,  and  peripheral 
edema.  Skin— Dermatitis  and  skin  eruptions  of  the 
urticarial  type,  photosensitivity.  Cardiovascular 
System— Changes  in  the  terminal  portion  of  the 
electrocardiogram  have  been  observed  in  some 
patients  receiving  the  phenothiazine  tranquilizers, 
including  Mellaril  (thioridazine).  While  there  is  no 
evidence  at  present  that  these  changes  are  in  any  way 
precursors  of  any  significant  disturbance  of  cardiac 
rhythm,  several  sudden  and  unexpected  deaths 
apparently  due  to  cardiac  arrest  have  occurred  in 
patients  previously  showing  electrocardiographic 
changes.  The  use  of  periodic  electrocardiograms  has 
been  proposed  but  would  appear  to  be  of  questionable 
value  as  a predictive  device.  Other- 
case  described  as  parotid  swelling. 


SANDOZ  PHARMACEUTICALS,  HANOVER,  N.J.  SANDOZ  69-384 


¡ingle 

A 


There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession  '. 


Member 
of  the 
National 
Association 
of 

Blue  Shield 
Plans 


When  disease  is  ruled  out 
and  psychic  tension  is  implicated 

\hllUIll  (diazepam) 

helps  relax  the  patient 
and  relieve  his  somatic  symptoms 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 

Indications:  Tension  and  anxiety  states;  somatic  com- 
plaints which  are  concomitants  of  emotional  factors; 
psychoneurotic  states  manifested  by  tension,  anxiety, 
apprehension,  fatigue,  depressive  symptoms  or  agita- 
tion; acute  agitation,  tremor,  delirium  tremens  and 
hallucinosis  due  to  acute  alcohol  withdrawal;  adjunc- 
tively  in  skeletal  muscle  spasm  due  to  reflex  spasm  to 
local  pathology,  spasticity  caused  by  upper  motor 
neuron  disorders,  athetosis,  stiff-man  syndrome,  con- 
vulsive disorders  (not  for  sole  therapy). 
Contraindicated:  Known  hypersensitivity  to  the  drug. 
Children  under  6 months  of  age.  Acute  narrow  angle 
glaucoma. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution 
against  hazardous  occupations  requiring  complete 
mental  alertness.  When  used  adjunctively  in  convul- 
sive disorders,  possibility  of  increase  in  frequency 
and / or  severity  of  grand  mal  seizures  may  require 
increased  dosage  of  standard  anticonvulsant  medica- 
tion; abrupt  withdrawal  may  be  associated  with  tem- 
porary increase  in  frequency  and/or  severity  of 
seizures.  Advise  against  simultaneous  ingestion  of 
alc  ohol  and  other  CNS  depressants.  Withdrawal 
symptoms  have  occurred  following  abrupt  discon- 
tinuance. Keep  addiction-prone  individuals  under 
careful  surveillance  because  of  their  predisposition  to 
habituation  and  dependence.  In  pregnancy,  lactation 


or  women  of  childbearing  age,  weigh  potential  benefit 
against  possible  hazard. 

Precautions:  If  combined  with  other  psychotropics  or 
anticonvulsants,  consider  carefully  pharmacology  of 
agents  employed.  Usual  precautions  indicated  in  pa- 
tients severely  depressed,  or  with  latent  depression, 
or  with  suicidal  tendencies.  Observe  usual  precau- 
tions in  impaired  renal  or  hepatic  function.  Limit 
dosage  to  smallest  effective  amount  in  elderly  and 
debilitated  to  preclude  ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypo- 
tension, changes  in  libido,  nausea,  fatigue,  depression, 
dysarthria,  jaundice,  skin  rash,  ataxia,  constipation, 
headache,  incontinence,  changes  in  salivation,  slurred 
speech,  tremor,  vertigo,  urinary  retention,  blurred 
vision.  Paradoxical  reactions  such  as  acute  hyperexcited 
states,  anxiety,  hallucinations,  increased  muscle  spas- 
ticity, insomnia,  rage,  sleep  disturbances,  stimulation, 
have  been  reported;  should  these  occur,  discontinue 
drug.  Isolated  reports  of  neutropenia,  jaundice;  peri- 
odic blood  counts  and  liver  function  tests  advisable 
during  long-term  therapy. 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley,  New  Jersey  07110 


EDICION  DEL  DEPARTAMENTO  DE  MEDICINA 

HOSPITAL  UNIVERSITARIO  Y ESCUELA  DE  MEDICINA 
DE  LA  UNIVERSIDAD  DE  PUERTO  RICO 


ASOCIACION  MEDICA  DE  PUERTO  RICO 


EXPERIENCIA  CON  37  ANEURISMAS  CEREBRALES  CONFIRMADAS  POR  AUTOPSIAS 67 

L.  P.  Sánchez  Longo,  MD,  C.  Cruz  de  León,  MD,  J.  Rodríguez  del  Valle,  MD  y R.  Fiol,  MD 

URGENCIAS  PEDIATRICAS 73 

( Bosquejos  Terapéuticos ) 

TRATAMIENTO  INICIAL  DEL  BEBE  DESHIDRATADO  POR  GASTROENTERITIS  AGUDA 

Manuel  E.  Soto  Viera,  MD  y Carmen  Lugo  de  Rivera,  MD 

THE  CLINICAL,  BIOCHEMICAL,  OPERATIVE  AND  PATHOLOGICAL 
FRANCIS  iwmm  OR  14  CASES  WITH  PRIMARY  HYPERPARATHYROIDISM 70 

I IBRARY  OF  ^iiZ-^QPli^eddock,  MD,  FACE,  Julián  Vázquez  Plard,  MD,  Francisco  Agüitó,  MD,  Maria  del  C.  Vázquez,  BS,  MT, 
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Francisco  C.  Raffucci,  MD  and  Juan  Velazquez,  MD 

GLANZMANN’S  THROMBASTHENIA 86 

(Report  of  3 Cases ) 

Enrique  Vélez  Garcia,  MD,  Jean  Fradera,  BSMT  (ASCP),  Norman  Maldonado,  MD,  Ana  L.  Rodriguez,  MD 
and  Pedro  J.  Santiago  Borrero,  MD 

IDIOPATHIC  THROMBOCYTOPENIC  PURPURA  IN  ADULTS 92 

Enrique  0.  Horta,  MD,  Norman  Maldonado,  MD  and  Enrique  Velez  Garcia,  MD 

CARTA  A LA  REDACCION 101 

EDITORIAL 102 

Intracranial  Aneurysms 


ACTUALIDADES  MEDICAS 104 

NOTICIAS 105 


VOL.  62 


MARZO,  1970 


NUM.  3 


In  cystitis^  pyelitis;  pyelonephritis* 


Her  lif  etime  may  be 
at  slake 


One  of  the  hazards  of  childhood  cystitis  is  the  threat  of  progressive 
renal  damage. 


Adequate  initial  therapy  with  Furadantin®  (nitrofurantoin)  Oral 
Suspension/Tablets  provides  the  antibacterial  action  needed 
to  adequately  treat  urinary  tract  infections.  It  is  effective 
against  a majority  of  urinary  tract  pathogens.* 

Furadantin  is  exceptionally  effective  against  E.  col i,  effective  against 
some  strains  of  Klebsiella-Aerobacter  and  Proteus;  however,  only  a 
small  percentage  of  strains  of  Pseudomonas  are  susceptible  to 
Furadantin. 


The  tasteful  combination  of  banana,  raspberry,  and  mint  flavors  often 
makes  Furadantin  Oral  Suspension  easy  to  administer  to  children  who 
won’t  or  can't  take  tablets  or  capsules. 


Indications:  Furadantin  (nitrofurantoin)  is  indicated 
lor  the  treatment  of  pyelonephritis,  pyelitis,  and  cystitis 
due  to  E.  coli,  enterococci,  Staph,  aureus  or  a small 
percentage  of  strains  of  Pseudomonas,  when  demon- 
strated to  be  susceptible  by  in  vitro  susceptibility 
testing.  Also  for  treatment  of  such  infections  when  due 
to  some  susceptible  strains  of  Klebsiella-Aerobacter 
and  Proteus.  It  is  not  indicated  for  the  treatment  of 
associated  renal  cortical  or  perinephric  abscesses, 
systemic  infections,  prostatitis,  or  in  any  genitourinary 
tract  infections  other  than  pyelonephritis,  pyelitis,  or 
cystitis. 

Contraindications:  Anuria,  oliguria,  or  extensive 
impairment  of  renal  function  are  contraindications.  The 
drug  is  contraindicated  for  infants  under  one  month 
and  in  pregnant  patients  at  term.  The  drug  should  not 
be  administered  to  persons  who  have  shown  hypersen- 
sitivity to  nitrofurantoin. 

Warnings:  Furadantin  (nitrofurantoin)  may  cause 
hemolytic  anemia  of  the  primaquine  sensitivity  type, 
apparently  linked  to  a glucose-6-phosphate  dehydro- 
genase deficiency.  This  deficiency  is  found  in  10%  of 
Negroes  and  in  a small  percentage  of  ethnic  groups  of 
Mediterranean  and  Near-Eastern  origin.  Such  patients 
should  be  closely  observed  while  receiving  nitrofur- 
antoin. Discontinue  the  drug  at  any  sign  of  hemolysis. 
Hemolysis  ceases  on  withdrawal.  Superinfections  may 
occur,  most  commonly  due  to  Pseudomonas. 

Usage  in  Pregnancy:  Safe  use  during  pregnancy 
and  lactation  has  not  been  established.  The  drug  should 
not  be  used  in  women  of  childbearing  potential  unless 
the  expected  benefits  outweigh  the  possible  hazards. 

Precautions:  Peripheral  neuropathy  may  occur.  A 


fatality  has  been  reported.  Predisposing  conditions 
such  as  renal  impairment,  anemia,  diabetes,  electrolyte 
imbalance,  vitamin  B deficiency,  and  debilitating  dis- 
ease may  enhance  such  occurrence. 

Adverse  Reactions:  Nausea,  emesis,  and  diarrhea 
may  occur;  reduction  in  dosage  may  alleviate  these 
symptoms.  Sensitization  appearing  as  cutaneous  erup- 
tions or  pruritus  has  occurred.  Hypersensitivity  reac- 
tions resulting  in  nonfatal  anaphylaxis,  angioedema, 
pulmonary  infiltration  with  pleural  effusion,  and  eosin- 
ophilia  have  been  reported.  Other  possible  reactions 
are  chills,  fever,  jaundice,  asthmatic  symptoms,  and 
hypotension.  Occasionally,  headache,  dizziness,  nys- 
tagmus, vertigo,  drowsiness,  malaise  and  muscular 
aches  have  occurred.  Transient  alopecia  has  been  re- 
ported. Leukopenia,  including  granulocytopenia,  has 
been  reported  rarely.  The  blood  picture  has  returned 
to  normal  following  cessation  of  therapy.  As  with  other 
antimicrobial  agents,  superinfections  by  resistant  or- 
ganisms may  occur.  With  Furadantin  (nitrofurantoin), 
however,  these  are  limited  to  the  genitourinary  tract 
because  suppression  of  normal  bacterial  flora  else- 
where in  the  body  does  not  occur. 

Available:  Furadantin  (nitrofurantoin)  tablets  of  50 
mg.  and  100  mg.  Furadantin  (nitrofurantoin)  Oral 
Suspension  in  60  cc.  and  473  cc.  bottles. 

Eaton  Product  Identification:  50  mg.  tablets,  FO  1; 

100  mg.  tablets,  FO  2. 

I™  Originators  and  Developers  of  The  Nltrofurans 

EATON  LABORATORIES 
Division  of  The  Norwich  Pharmacal  Company 
NORWICH.  NEW  YORK  13815 


Adequate  and  early  treatment  with 

FURADANTIN*  (nitrofurantoin) 

Oral  Suspension /Tablets 

helps  prevent  acute  Infection*  from  becoming  chronic 


•Cystitis,  pyelitis,  and  pyelonephritis  due  to  susceptible  organisms.  See  information 
concerning  susceptible  organisms  under  Indications  in  prescribing  information  above. 


during  and  after  infection 
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TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 

AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B|2- 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 
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Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley.  New  Jersey  07110 


There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession  ”. 


Member 
of  the 
National 
Association 
of 

Blue  Shield 
Plans 


Sinequan 

DOXEPIN  HOl 

the  first  single  agent  active 
throughout  the  spectrum  of 
psychoneurotic  anxiety/depression 


Chemistry 

Sinequan  (doxepin  HC1)  is  a di- 
benzoxepin  derivative  — the  first 
of  a new  family  of  psychothera- 
peutic agents. 


Sinequan  differs  from 
other  tricyclics 

by  the  introduction  of  an  oxygen 
atom  in  the  central  ring. 

Sinequan  differs  from 
the  phenothiazine  derivatives 

by  having  an  asymmetric  bridge 
between  the  two  benzyl  rings. 
There  is  no  sulfur  atom,  and  the 
nitrogen  has  been  replaced  by  a 
carbon-linked  side  chain.  There 
is  no  R2  side  chain. 

Sinequan  differs  from 
the  benzodiazepines, 

not  only  by  having  a dibenzoxe- 
pin  ring  system,  but  also  by  not 
having  basic  side  chains  or  ap- 
pended phenyl  groups. 

These  structural  variations  result 
in  significant  differences  in  both 
the  pharmacologic  and  clinical 
profiles  of  Sinequan. 


Recommended  dosage 

A starting  dosage 
of  25  mg.  t.  i.  d.  is 
recommended. 

Dosage  may  be  in- 
creased or  decreased  at  appro- 
priate intervals  and  according  to 
individual  response.  Added  ther- 
apeutic effect  is  rarely  to  be 
expected  over  300  mg.  per  day. 
In  patients  with  very  mild  symp- 
tomatology, and  emotional  symp- 
toms  accompanying  organic 
disease,  lower  doses  may  suffice; 
some  have  been  controlled  on 
doses  as  low  as  25-50  mg.  per  day. 

Expected  activity 

Antianxiety  effect:  onset  of  anti- 
anxiety effect  of  Sinequanis 
prompt,  comparable  to  that  of  the 
benzodiazepine  tranquilizers 
such  as  chlordiazepoxide  and 
diazepam. 

Antidepressant  effect:  onset  of 
antidepressant  effect  is  compa- 
rable to  that  of  tricyclic  antide- 
pressants such  as  amitriptyline. 

Sinequan  is  avail- 
able as  10  mg.,  25 
mg.,  and  50  mg. 
capsules  in  bot- 
tles of  100;  25  and 
50  mg.  capsules 
in  bottles  of  1000. 


How  supplied 
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Can  fracture  cases  do  better  with  Ananase? 


This  one  did: 


A 42-year-old  fireman  fell 
and  suffered  a fracture  of  his  left  wrist.  When  pressure 
and  edema  appeared  to  be  increasing  under  the  cast, 
Ananase  was  used  adjunctively  for  a trial  period  of 
24  hours.  "When  seen  the  next  morning,  all  edema 
and  pressure  had  disappeared."  Marked  relief  was  ex- 
perienced with  no  further  treatment.' 

When  the  effect  of  Ananase  on  inflammation  and 
edema  was  compared  with  the  expected  response  to 
conventional  therapy,  without  Ananase,  "superior” 
results  were  obtained  with  Ananase  in  83%  of  18  frac- 
ture cases  observed.’ 

Your  own  experience  will  confirm  the  efficacy  of 
Ananase  in  helping  to  reduce  inflammation  and  edema 


WILLIAM  H.  RORER,  INC. 

FORT  WASHINGTON,  FA. 


and  speeding  the  healing  process.  For  best  results 
give  Ananase  early  and  in  maximum  dosage. 

Usual  Adult  Duse:  Initially,  two  tablets  four  times  daily. 
For  maintenance,  one  tablet  three  or  four  times  daily. 
Side  Effects.  Ananase  has  a wide  margin  of  safety.  There 
have  been  few  toxic  effects  reported.  It  should  be  used 
with  caution  in  patients  with  abnormalities  of  the  blood 
clotting  mechanism,  such  as  hemophilia,  or  with  severe 
hepatic  or  renal  disease. 

Supplied:  Bottles  of  100  and  500  tablets,  each  tablet  con- 
taining 50,000  Rorer  units. 

One  Rorer  unit  of  protease  activity  is  defined  as  that 
amount  of  enzyme  which  will  so  hydrolyze  a standardized 
casein  substrate  at  pH  7.0  and  25°  C temperature  as  to 
cause  a change  in  absorbance  of  1 x 10~s  at  280  mu  per 
minute  of  reaction  time. 

1.  Cirelli,  M.  G.:  Delaware  M.  J.  34:159  (June)  1962. 

Ananase® 

(plant  protease  concentrate) 


EXPERIENCIA  CON  37  ANEURISMAS 
CEREBRALES  CONFIRMADAS 
POR  AUTOPSIAS 


Estimulados  por  el  programa  Médico  Regional 
que  combate  las  enfermedades  del  Corazón,  Cán- 
cer y Apoplegía  y por  los  esfuerzos  que  realizan  los 
Institutos  Federales  de  Salud  con  relación  al  estudio 
cooperativo  nacional  sobre  aneurismas  cerebrales,  nos 
dispusimos  revisar  la  experiencia  con  aneurismas  cere- 
brales en  el  Centro  Médico  de  Puerto  Rico. 

Este  estudio  sigue  a nuestro  trabajo  anterior  sobre 
Accidentes  Cerebrovasculares  en  Puerto  Rico  (expe- 
riencia de  10  años)  que  fue  presentado  en  el  Congreso 
de  Angiología  (Colegio  Americano  de  Angiología)  cele- 
brado en  San  Juan,  en  diciembre  1967  y donde  reco- 
gimos nuestra  experiencia  clínica  de  10  años  con  ac- 
cidentes cerebrovasculares. 

El  presente  estudio  es  un  informe  de  37  casos  de 
aneurismas  cerebrales  comprobados  por  necropsia  de 
una  serie  de  7,842  autopsias  revisadas. 

Este  trabajo  será  seguido  más  adelante  por  un  estudio 
clínico  y de  la  experiencia  con  estudios  angiográficos 
en  aneurismas  cerebrales. 

Casuística 

Se  revisan  los  expedientes  de  7,842  autopsias  practicadas 
en  el  Centro  Médico  de  Puerto  Rico  de  los  archivos  del  Departa- 
mento de  Patología,  encontrándose  37  casos  de  aneurismas 
intracraneanos.  Las  tablas  que  siguen  recogen  la  información 
pertinente. 

Discusión 

El  comité  “Ad  Hoc”  sobre  enfermedades  cerebro- 
vasculares  que  se  reunió  en  los  Institutos  Federales  de 
Salud  en  Bethesda,  Maryland  en  octubre  de  1956  re- 
comendó que  se  realizaran  estudios  cooperativos  a 
nivel  nacional  sobre  aneurismas  intracraneanos. 

Veintitrés  universidades  están  participando  en  este 
estudio  en  Estados  Unidos  e Inglaterra  con  la  idea 


Sección  de  Neurología,  Departamento  de  Medicina,  Escuela 
de  Medicina,  Universidad  de  Puerto  Rico.  Presentado  durante 
la  Asamblea  Médica  de  la  Asociación  Médica  de  Puerto  Rico, 
Noviembre  1969. 


L.  P.  Sánchez  Longo,  MD 
C.  Cruz  de  León,  MD 
J.  Rodríguez  del  V alie,  MD 
R.  Fiol,  MD 

de  agrupar  suficiente  número  de  casos  para  tratar 
de  dilucidar  los  problemas  de  manejo  clínico  y pro- 
cedimientos terapéuticos  en  casos  con  aneurismas,  mal- 
formaciones vasculares  y hemorragias  cerebrales. 

Se  estableció  un  Registro  de  los  casos  de  aneurismas 
en  mayo  de  1957,  en  Iowa  City.  Los  aspectos  esta- 
dísticos de  estos  estudios  son  procesados  y analizados 
por  el  Departamento  de  Matemática  y Bioestadísticas 
de  la  Universidad  de  Iowa. 

En  una  reunión  en  Nueva  Orleans  para  febrero  de 
1964  se  sometió  un  informe  preliminar  de  la  data  acu- 
mulada hasta  entonces  que  recogía  6,000  casos  de 
hemorragias  subaracnoideas  (13). 

En  estos  informes  se  constató  que  52  porciento 
de  los  casos  se  agrupan  entre  las  edades  de  41-60 
años  (59  porciento  en  nuestra  pequeña  serie).  El 
35  porciento  de  los  casos  que  ingresan  al  hospital 
mayormente  3 días  después  del  comienzo  de  la  en- 
fermedad estaban  en  estados  moribundos.  De  las 
hemorragias  subaracnoideas  49.3  porciento  era  aneu- 
rismas, 8.7  porciento  eran  malformaciones  arteriove- 
nosas  y 42  porciento  por  otras  causas. 

De  2,400  casos  de  aneurismas  2165  sangraron,  275 
sin  ruptura  y 32  tenían  aneurismas  y malformaciones 
arteriovenosas  coexistentes,  38  porciento  de  las  aneu- 
rismas sencillas  eran  carotídeos,  28  porciento  eran 
de  la  comunicante  anterior,  21  porciento  de  la  cere- 
bral media  y 5 porciento  vertebrobasilares. 

Aneurismas  múltiples  aparecían  en  23  porciento 
(14  porciento  nuestra  serie). 

Una  tercera  parte  de  las  hemorragias  ocurren  du- 
rante la  noche  en  esto  imitando  los  infartos  cerebrales 
por  trombosis. 

Se  encontró  que  la  hipertensión  arterial  era  la  en- 
fermedad asociada  más  comunmente  al  igual  que  en 
nuestra  pequeña  serie. 

De  857  casos  de  aneurismas  tratados  médicamente 
331  o 38  porciento  están  todavía  vivos.  De  los  526 
que  murieron  40  porciento  murieron  al  finalizar  la 
primera  semana,  59  porciento  al  final  de  la  segunda 
semana  y 70  porciento  al  finalizar  la  tercera  semana. 

En  cuanto  a la  experiencia  con  el  uso  de  arterio- 
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L.  P.  Sánchez  Longo,  MD,  et  al 


CASO  I 


R.  R.R.  32  V.  B. 

Exp.  Núm.  03-10-02  (U.  D.  H.) 

A.  Núm.  74-66 

Comienzo  - agudo 

Pérdida  de  conocimiento 

L.  C.  R.  - Xantocrómico 

Dx.  Cl.  - Hemorragia  Subaracnoidea 

Ang.  - Aneuriana  bilateral  de  la  arteria  comunicante  anterior. 

Dx.  Pat.  - Aneurisma  Comunicante  anterior 
lobulado  mide  0.6  largo  por  1 cm. 
de  altura. 

Admisión:  8-3-66  Operado:  8-24-66 

Muerte  - 9-4-66. 

CASO  2 


L.C.N.  59  H. 

Exp.  Núm.  012-40-66 

A.  Núm.  755-67 

Comienzo  - gradual 

Sin  pérdida  de  conocimiento 

L.  C.  R.  - Xantocrómico 

Dx.  Cl.  - Hemorragia  Subaracnoidea 

Hemorragia  Intracerebral 

Hemorragia  Intraventricular 

Ang.  - Aneurisma  de  la  comunicante  anterior 

Dx  Pat.  - Aneurisma  comunicante  anterior  con 

ruptura  - mide  0.8  cm  largo  y 1.2  cm.  altura. 

CASO  3 

■— » 

54  V.  B. 

Exp.  Núm.  00-30-66  3 

A.  Núm.  23-66 

Comienzo  - agudo 

Pérdida  de  conocimiento 

L.  C.  R.  - Xantocrómico 

Dx.  Cl.  - Hemorragia  Subaracnoidea 

Ang.  - Aneurisma  de  la  cerebral  anterior 

Dx.  Pat.  - Dilatación  arteria  cerebral  anterior  - a 1.5 
cm  de  la  carótida  interna,  mide  .6  cm  por 
.8  cm  con  ruptura. 

i 


Bol.  Asoc.  Méd.  P.  Rico 
Marzo  1970 


Aneurismas  Cerebrales 
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CASO  4 


48  H. 

B. 

Exp.  Núm.  014-66-27 

A.  Núm.  244-68 

Comienzo  - agudo 

Pérdida  de  conciencia 

L.  C.  R.  - Xantocrómico 

Dx.  Cl.  - Hemorragia  Subaracnoidea 

Ang.  - Aneurisma  de  la  carótida  Int.  derecha 

Dx.  Pat.  - Aneurisma  en  forma  de  saco  de  la  carótida 
interna  derecha  con  ruptura. 

TABLA  I 


CASOS 
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7,842  Autopsias 
37  Casos 
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TABLA  II 


SEXO: 

MUJERES  24  casos 

HOMBRES  13  casos 


COMIENZO: 

Agudo  19  Pérdida  de  Conciencia  18 

Gradual  8 Sin  pérdida  de  conciencia  1 


TABLA  III 

RUPTURAS  DE  ANEURISMAS 

35  casos 

ANEURISMAS  SIN  RUPTURAS 

2 casos 

ANEURISMAS  MULTIPLES 

5 casos 

ANEURISMAS  SENCILLOS 

30  casos 
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TABLA  IV 

ETIOLOGIA: 

Congénitos 

Arterioscleróticos 

Micóticos 

33  casos 

2 casos 

2 casos 

ENFERMEDADES  ASOCIADAS: 
Hipertensión  Arterial 

Enfermedades  Cardíacas 

Diabetes 

Enfermedades  Renales 
(Riñón  Poliquístico) 

12  casos 

2 casos 

2 casos 

1 caso 

TABLA  V 

LOCALIZACION  I 

Art.  Carotídeas 

Derecho 

Izquierdo 

4 casos 

4 casos 

Art.  Comunicantes  - 

10  casos 

Art.  Cerebral  Anterior 

Derecho 

Izquierdo 

4 casos 

4 casos 

TABLA  VI 

LOCALIZACION  II 

Art.  Cerebral  Media 

Derecha 

Izquierda 

4 casos 

4 casos 

Art.  Basilar 

1 caso 

Art.  Cerebelar  Sup. 

1 caso 

Art.  Vertebral 

1 caso 

TABLA  VII 


Porciento  Aneurismas  por 

Autopsias  generales 

Nuestra  Serie 

Series  Combinadas  (1-12) 

0.26  porciento  - 4.9  porciento 
(Promedio  0.5  porciento) 

Jefferson  Medical  College  1.6  porciento 

Porciento  Cerebros  Examinados 
de  Autopsias 

0.47  porciento 

Totales  o parciales  1.1  porciento  - 

9.0  porciento 

L.  P.  Sánchez  Longo,  MD,  et  al 

TABLA  VIII 


Sexo: 


Otras  Series 

Nuestra  Serie 

Hembras 

Varones 

56.6  porciento 
43.  porciento 

65  porciento 
35  porciento 

Total  de  casos 

- 1622 

Edad: 

Otras  Series 

Sexta  Década 

4ta  y 5ta  Década 

TABLA  IX 


LOCALIZACION 

SERIES 

COMBINADAS 

NUESTRA  SERIE 

Círculo  de  Willis 

Anterior 

87  porciento 

92  porciento 

Post 

13  porciento 

9 porciento 

Series  de  Jefferson 

Stehbens 

Anterior 

84  porciento 

88.7  porciento 

Post 

16  porciento 

11.3  porciento 

TABLA  X 


ANEURISMAS  MULTIPLES  NUESTRA  SERIE 

Series  Combinadas  10  porciento  14  porciento 

Series  Jefferson  19  porciento  

ANEURISMAS  SIN  RUPTURA 

Series  Combinadas  20  - 50  porciento  5 porciento 


gralía  este  mismo  estudio  revela  5,634  angiogramas 
en  una  serie  de  4831  casos.  Solamente  el  17  porciento 
fueron  angiogramas  vertebrobasilares. 

La  incidencia  de  espasmos  cerebrales  durante  la 
arteriografía  se  informó  en  51  porciento.  Las  com- 
plicaciones ocurrieron  en  6.58  porciento.  En  363 
angiogramas  en  aneurismas  no  sangrantes  no  hubo 
hemorragia  subaracnoidea,  sin  embargo,  una  tercera 
parte  de  las  aneurismas  que  habían  sangrado  tuvieron 
hemorragias  secundarias  después  de  arteriografía.  Las 
incidencias  de  complicaciones  es  más  alta  si  se  usa 
un  anestésico  general  que  si  se  usara  un  anestésico  local. 
39  pacientes  de  3,972  estudios  angiográficos  murieron 
24  horas  después  del  estudio  para  una  mortalidad  de 
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0.98  porciento. 

Tenemos  que  aguardar  los  informes  futuros  que 
salgan  del  Registro  de  Iowa  City  para  tratar  de  en- 
tender mejor  la  problemática  sobre  aneurismas  cere- 
brales. 

Existen  al  presente  opiniones  variadas  y en  con- 
flictos con  referencia  a cuándo  se  debe  practicar  el 
angiograma  y cuándo  se  debe  intervenir  quirúrgica- 
mente. Sin  embargo,  el  consenso  de  la  mayoría 
de  los  neurocirujanos  y neurólogos  es  de  que  no  se 
practique  el  arteriograma  el  mismo  día  de  la  hemorra- 
gia subaracnoidea  y que  la  intervención  quirúrgica 
se  posponga  unos  días. 

Otra  área  de  interés  que  no  está  aclarada  es  el  uso 
de  hipotermia  donde  la  mayoría  de  los  observadores 
empiezan  a inclinarse  a no  usarla. 

Allcock  (14)  en  un  estudio  sobre  el  espasmo  cere- 
brovascular en  las  hemorragias  subaracnoideas,  con- 
cluye después  de  observaciones  clínicas  y experimen- 
tales, que  los  espasmos  son  una  entidad  definida  que 
se  asocia  a las  hemorragias  subaracnoideas  y un  factor 
decisivo,  en  la  morbilidad  post-operatoria.  La  inci- 
dencia de  los  espasmos  puede  reducirse  aplazando 
un  poco  la  operación  y evitando  el  uso  de  hipoternia 
e hiperventilación. 

Otro  problema  que  espera  solución  es  el  manejo 
de  los  aneurismas  vertebrobasilares  que  al  presente  no 
reciben  el  mismo  enfoque  quirúrgico  que  los  del  sistema 
anterior. 

No  se  sabe  la  forma  que  debe  manejarse  el  caso 
que  aqueja  dolores  de  cabeza  y que  aparece  con  un 
aneurisma  por  angiografía  de  rutina,  pero  que  aparente- 
mente nunca  ha  sangrado. 

Existen  muchas  teorías  sobre  la  génesis  de  los  aneu- 
rismas intracraneanos  que  no  se  pueden  comentar  en  este 
trabajo,  sin  embargo,  de  los  pocos  factores  que  el  con- 
senso de  la  opinión  asocia  a este  problema  es  el  defecto 
de  la  capa  media  (túnica  media)  de  los  vasos.  Existen 
fundamentalmente  dos  teorías  en  la  evolución  de  los 
aneurismas,  una  es  la  teoría  del  defecto  congénito,  y la 
otra  las  lesiones  post-natales  de  la  pared  del  vaso. 

La  histopatología  del  aneurisma  cerebral  descrita 
por  microscopía  de  luz  y electrónica,  ha  sido  estu- 
diada ampliamente.  Se  piensa  que  hay  una  base 
firmemente  congénita  para  explicar  su  presencia  a la 
cual  se  añaden  luego  otros  factores  precipitantes  de 
crecimiento  y rotura  del  aneurisma. 

Se  reconoce  histológicamente  una  insuficiencia  de 
la  membrana  elástica  interna  y de  toda  la  capa  media 
Forbus  (15)  de  la  pared  de  la  arteria. 

Estudios  experimentales  hechos  por  S.  Nystrom  (Ib) 


demuestran  por  microscopía  de  luz  y electrónica  los 
cambios  hallados  en  aneurismas,  malformaciones  vas- 
culares, en  arterias  de  base  del  cerebro  en  fetos,  en  adul- 
tos y ancianos  y además  material  en  animales  experi- 
mentales bajo  condiciones  normales  y bajo  dietas 
especiales  de  hipocupremia  y colesterol. 

Los  hallazgos  en  ambas  microscopías  se  comple- 
mentan y son  los  siguientes: 

1.  Endotelio:  las  células  endoteliales  de  los  aneuris- 
mas, malformaciones  arteriovenosas,  en  las  arterias  de 
ancianos  y de  los  animales  a dieta  de  colesterol,  con- 
tenían vacuolas.  Estas  eran  de  lípidos  saturados  y no 
saturados.  El  depósito  de  estos  lípidos  es  proporcional 
a la  cantidad  de  sangre  que  pasa  por  el  aneurisma.  Hay 
que  tener  en  cuenta,  por  ejemplo,  que  durante  el  em- 
barazo el  metabolismo  de  lípidos  aumenta  y que  los 
aneurismas  están  más  propensos  a sangrar  en  esta  etapa. 

2.  Elástica  interna:  Los  cambios  en  la  elástica  fueron 
visualizados  en  los  vasos  fetales,  en  aneurismas  y mal- 
formaciones vasculares  y en  arterias  de  animales  hipo- 
cuprémicos.  La  elástica  aparece  fenestrada,  sin  su 
estructura  fibrilar  normal  y con  apariencia  granular. 

Es  definitivamente  una  membrana  débil  que  nunca 
llegó  a maduración  normal. 

Se  ha  demostrado  que  deficiencia  en  cobre  lleva 
a un  desarrollo  incompleto  del  tejido  elástico  y en 
este  trabajo  se  comprobó  esta  deficiencia.  Se  des- 
conoce, sin  embargo,  como  actúa  el  cobre  en  la 
formación  de  la  elástica. 

3.  Vasa  vasorum:  Se  encuentra  en  la  elástica 

fenestrada  y esto  señala  hacia  cierto  grado  de  or- 
ganización. Estos  vasos  serían  puntos  posibles  de 
hemorragia  pero  esto  es  difícil  de  comprobar.  La 
sangre  se  acumularía  entre  la  elástica  y la  media 
y si  esta  última  es  defectuosa,  llevaría  a hemorra- 
gia subaracnoidea  ya  que  la  adventicia  de  los  vasos 
craneanos  no  posee  elástica  externa  que  es  la  mem- 
brana que  sirve  de  muro  de  contención. 

4.  La  media  también  demuestra  atrofia  y fibrosis 
que  en  parte  pueden  ser  secundarias  a las  hemorra- 
gias que  provienen  de  la  vasa  vasorum. 

5.  Adventicia:  En  los  aneurismas  y malformaciones 
vasculares  esta  formada  por  tejido  conectivo  débil; 
no  se  encontró  ni  tejido  elástico  ni  fibras  nerviosas. 

Todos  estos  factores  o combinaciones  de  los  mismos 
sólo  explican  los  cambios  hallados  en  las  paredes  de 
los  aneurismas  pero  no  explican  la  patogenia  de  los 
aneurismas. 

Resumen 

Se  informa  la  experiencia  de  37  casos  de  aneurismas 
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confirmados  con  autopsias  de  una  serie  de  7,842 
autopsias  generales  practicadas  en  el  Departamento  de 
Patología  del  Centro  Médico,  Río  Piedras,  Puerto  Rico. 

La  incidencia  de  aneurismas  en  esta  serie  es  de  0.47 
porciento  en  contraste  con  el  promedio  de  otras  series 
combinadas  que  es  de  0.5  porciento.  65  porciento 
eran  hembras  y 35  porciento  varones  y los  casos 
abundaron  más  en  la  cuarta  y quinta  década. 

Al  igual  que  en  otras  series  la  mayoría  de  los  aneu- 
rismas, 92  porciento  ocurren  en  la  parte  anterior  del 
círculo  de  Willis  y solo  9 porciento  en  la  porción 
posterior.  14  porciento  de  los  aneurismas  eran  múl- 
tiples y solamente  0.5  porciento  aparecieron  sin  rup- 
tura. 

Se  compara  nuestra  pequeña  serie  con  otras  series 
que  aparecen  en  la  literatura  médica  mundial,  se 
menciona  las  complicaciones  del  uso  de  la  arterio- 
grafía,  y se  comentan  algunos  estudios  histopatológicos 
que  pretenden  aclarar  la  génesis  de  los  aneurismas. 

Summary 

The  experience  with  37  autopsy  proven  intracraneal 
aneurysms  from  a total  of  7,842  autopsies  performed 
at  the  Department  of  Pathology  at  the  Puerto  Rico 
Medical  Center  is  reviewed. 

The  incidence  of  intracraneal  aneurysms  is  0.47  per- 
cent as  compared  to  the  average  incidence  in  the 
medical  literature  which  is  0.5  percent.  65  percent 
were  females  and  35  percent  were  males. 

The  cases  were  more  frequent  in  the  fourth  and  fifth 
decade. 

Similar  to  other  series  in  the  world  literature,  92  per- 
cent of  the  aneurysms  occur  in  the  anterior  part  of  the 
circle  of  Willis  and  only  9 percent  in  the  posterior 
portion.  14  percent  of  the  aneurysms  were  multiple 
and  there  was  rupture  only  in  0.5  percent  of  the 
series. 

From  the  experience  in  the  medical  literature  the 
complications  with  the  use  of  arteriography  was  men- 
tioned and  a review  of  some  recent  histopathologic 
studies  is  included. 
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URGENCIAS  PEDIATRICAS 

( Bosquejos  Terapéuticos) 

TRATAMIENTO  INICIAL  DEL  BEBE 
DESHIDRATADO  POR 
GASTROENTERITIS  AGUDA 


ADVERTENCIA 

Con  deliberada  intención  este  bosquejo  evoca  una  situación 
específica,  limitada  a las  primeras  24  horas  de  terapia.  Lo 
ofrecemos  como  guía  al  médico  general  que  asiste  a estos  bebés 
durante  las  primeras  horas,  críticas,  de  su  tratamiento;  al  médico 
que  tiene  a mano  soluciones  electrolíticas  y material  para 
terapia  endovenosa,  pero  dispone  solamente  de  su  perspicacia 
y conocimientos  para  apreciar  las  repercusiones  de  la  gastro- 
enteritis aguda  (G.  E.  A.)  sobre  el  equilibrio  hidroelectrolítico 
y ácidobase  de  su  paciente;  al  que  ejerce  donde  no  hay  labora- 
torio, como  ocurre  tan  a menudo  en  nuestros  dispensarios, 
salas  de  urgencia  y centros  de  salud.  En  tales  circunstancias, 
su  responsabilidad  principal  es  reconocer  los  casos  que  debe 
remitir  a hospitales  mejor  dotados  y equipados. 

Nos  referimos  aquí  únicamente  al  bebé  menor  de  12  meses. 
En  un  80  porciento  de  los  casos  de  G.  E.  A.  con  deshidratación, 
esta  última  es  isotónica  y se  acompaña  de  acidosis  metabólica 
sencilla,  es  decir  sin  ningún  otro  trastorno  ácidobásico  super- 
puesto. No  por  eso  dejaremos  de  reconocer  los  desequilibrios 
más  complicados  (hipo  e hipematremias)  que  necesitan  trata- 
miento de  inmediato  para  que  el  bebé  se  restablezca  pronto. 

PRECAUCIONES  PRELIMINARES 

1.  Pesar  al  bebé,  2.  Preguntar  cuánto  pesaba  antes  de  en- 
fermarse, 3.  Apreciar  el  grado  de  deshidratación  teniendo 
en  cuenta  que  la  pérdida  de  peso  — cantidad  de  diarrea 
previa  y que  se  evalúa  en  mls/kg  de  peso:  pérdida  de  0-5  por- 
ciento del  peso  anterior  del  bebé,  deshidratación  leve;  del 
6-10  porciento,  deshidratación  moderada;  del  11-15  porciento 
o más,  deshidratación  grave;  un  estado  de  shock  implica  que 
la  deshidratación  es  grave,  4.  Proceder  a un  examen  físico 
completo,  que  no  olvide:  la  toma  de  los  signos  generales 
(T,  P,  R),  la  apreciación  del  sensorio  y de  la  calidad  del 
pulso,  la  inspección  de  la  piel  y de  las  mucosas,  la  palpación 


Preparado  por  la  Oficina  de  Pediatría  Regional  del  Hospital 
Universitario  con  el  asesoramiento  del  Centro  de  Investigaciones 
Clínicas. 

Para  solicitar  reimpresos  o referencias  pertinentes,  diríjase 
a: 

Dr.  Manuel  E.  Soto  Viera 

Oficina  de  Pediatría  Regional 

Hospital  Universitario,  Centro  Médico  00935 

o a: 

Dra.  Carmen  Lugo  de  Rivera 
Centro  de  Investigaciones  Clínicas 
Escuela  de  Medicina,  San  Juan 


Manuel  E.  Soto  Viera,  MD 
Carmen  Lugo  de  Rivera,  MD 

de  la  fontanela  anterior  y de  los  globos  oculares,  la  iden- 
tificación de  posibles  focos  o síndromes  infecciosos  (otitis, 
meningitis.  . .),  un  buen  examen  neurológico  y del  abdomen, 
y otro  de  los  genitales  externos,  5.  Interrogatorio  cuidadoso 
de  la  madre:  cuánto  ha  durado  la  enfermedad;  cómo  empezó; 
aspecto,  frecuencia  y cantidad  aparente  de  las  deposiciones; 
¿hay  vómitos?  ; ¿orina  el  bebé?  ; tratamientos  caseros  o mé- 
dicos dados  antes  de  traer  al  bebé,  6.  Ordenar  que  no  se  dé 
nada  por  boca  al  bebé  (el  ayuno  es  parte  esencial  del  trata- 
miento). 

LIQUIDOS  A PRESCRIBIR;  cálculo  de  la  cantidad 
total  para  las  primeras  24  horas  (ver  Tabla  I). 

Ejemplo:  bebé  de  3 meses  de  edad,  bastante  bien  nutrido 
y desarrollado,  deshidratado  moderadamente  (pérdida  del  10 
porciento  de  su  peso  anterior),  que  pesa  9 lbs  14  3/8  oz.,  o sea, 
4.5  kgs.,  al  iniciarse  el  tratamiento. 

1.  Pérdidas  anteriores  o déficit:  500  mis  (10  por- 
ciento de  5 kgs),  de  las  que  repondremos  las 
2/3  partes  en  las  primeras  24  horas  (332  mis, 
redondear  a 350),  dar  — 350  mis 

2.  Pérdidas  contemporáneas  anormales,  por  las  heces: 
diarrea  frecuente  pero  no  muy  copiosa,  50  mis/ 
kg/24  hrs.,  dar  — 225  mis 

3.  Pérdidas  contemporáneas  normales  o de  sostén: 

(a)  por  la  piel  y las  vías  respiratorias  (pérdida 
insensible  de  agua)  40  mls/kg/24  hrs.,  dar  — 
180  mis 

(OJO:  Si  el  bebé  tiene  fiebre  añadiremos  a esta  pérdida 
insensible  de  agua  10  mls/kg/24  hrs.  por  cada  1 C que 
la  temperatura  exceda  lo  normal.  Ej.:  si  nuestro  bebé 
de  4.5  kgs  tuviera  39  C —rectal—,  requeriría  13  mls/kg/24 
hrs.  adicionales,  o sea  unos  60  mis.) 

(b)  por  los  riñones,  40  mls/kg/24  hrs.,  dar  — 
180  mis 

Total  para  las  primeras  24  horas  --  935  mis 
Redondear  a — 1000  mis 

NOTA:  Si  el  bebé  ha  dejado  de  tener  diarrea  o no  está 
orinando  cuando  usted  lo  ve,  no  calcule  las  partidas 
correspondientes  a esas  pérdidas  contemporáneas.  Cada 
bebé  es  un  caso  aparte,  a evaluar  individualmente. 

DISTRIBUCION  CRONOLOGICA  del  total  calculado 
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TABLA  I:  COMPOSICION  USUAL  DE  LAS  PERDIDAS  HIDROELECTROLITICAS  EN 
LA  DIARREA  Y NECESIDADES  COTIDIANAS  DEL  ORGANISMO 


Mín. 

Agua 

Promedio 
(en  mls/kg/24  hrs.) 

Max. 

Na 

Electrólitos 

+ 

K 

(en  mEq/litro) 

Cl  ~ 

hco3 

Pérdidas 

Diarrea 

25 

50 

100 

40 

40 

40 

40 

Sostén 

Insensible 

25 

40 

80 

Renal 

15 

40 

120 

Heces  (normales) 

0 

5 

— 

Total  líq.  sostén: 

40 

85 

200 

Electrólitos 

20 

20 

20 

El  bebé  necesita,  además, 

3 gramos  de  carbohidratos /kgl 24  hrs.  para  prevenir  la  quetosis 

por  inanición  y mantener  el 

catabolismo 

proteico  a un  minimum  durante  el  ayuno  forzado.  Así  ahorrarán  agua  los  riñones  al  reducirse  la  carga  de  solutos.  En  nuestro 
ejemplo,  el  bebé  de  5 kgs.  recibiría,  en  1000  mis  de  líquidos  totales,  50  g de  glucosa  (casi  todas  las  soluciones  que  se  emplean 
contienen  5 g de  glucosa  por  cada  100  mis.),  cantidad  suficiente  para  satisfacer  esas  necesidades  durante  las  primeras  24  horas, 


TABLA  II:  COMPOSICION  DE  LAS  SOLUCIONES  ELECTROLITICAS  COMUNMENTE 
EMPLEADAS  PARA  LA  REHIDRATACION  DEL  BEBE  CON  GASTROENTERITIS  AGUDA 


Na+ 

Cl”  K+ 

(en  mEq/litro) 

Lactato* 

Glucosa 

(s  Por 

100  mis) 

Ringer  “full  strength” 

130 

110 

4 

28 

5 

Ringer  “half-strength” 

65 

55 

2 

14 

2.5 

Travert  Núm.  2 

56.5 

50 

25 

25 

5 

Travert  Núm.  4 

35 

22 

15 

20 

5 

Salina  normal 

154 

154 

-- 

-- 

- 

Glucosa  al  5 porciento  en  agua 

— 

— 

- 

- 

5 

Cloruro  de  potasio  al  14.9  porciento  ** 

- 

2000 

2000 

- 

- 

* Salvo  en  estados  anóxicos,  el  ión  lactato  se  metaboliza  a bicarbonato. 

**  Puede  apreciarse  que  la  solución  de  cloruro  de  potasio  es  muy  concentrada.  Viene  en  ampolletas  de  10  mis  que  contienen 
2 mEq  de  cada  ión  por  mi. 
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TABLA  III:  DOCE  SUGERENCIAS  (“OREJAS”)  UTILES  PARA  EL  TRATAMIENTO 
Y LA  VIGILANCIA  CLINICA  DE  LOS  BEBES  DESHIDRATADOS  POR  G.  E.  A. 


1.  Ordene:  “Nada  por  boca”.  El  ayuno  es  de  capital  importancia. 

2.  Calcule  en  kgs  las  pérdidas  de  peso,  y en  mis  las  necesidades  de  líquidos.  Para  llevar  lbs  a kgs,  multiplique  por  0.45  (1  Ib.  = 

454  g)  o divida  por  2.2  ( 1 kg  = 2.2  lbs);  para  llevar  oz.  a gramos,  multiplique  por  30. 

3.  Redondee  siempre  sus  cálculos:  no  indique  a la  enfermera  “237  mis  de  Travert  Núm.  2 x 12  hrs.”;  diga  “225  mis.”,  o “250 

mis.”,  algo  que  sea  fácil  de  medir. 

4.  Prefiera  las  botellas  de  250  mis.:  desperdiciará  menos. 

5.  Dé  instrucciones  sencillas  y escríbalas  claramente:  “esta  botella  de  250  mis.  debe  durar  tantas  horas,  los  150  mis  de  la  siguiente, 
tantas  más’ , si  ha  ordenado  una  porción  de  400  mis.,  y no  “400  mis.  en  tantas  horas”,  a menos  que  su  personal  auxiliar  esté 
bien  adiestrado. 

6.  No  use  mezclas  de  soluciones:  se  expone  a errores  y a contaminación. 

7.  No  dé  líquidos  parenterales  por  hipodermoclisis  a un  bebé  deshidratado:  puede  agravar  un  estado  de  shock  o desencadenarlo; 
también  puede  esfacelar  la  piel. 

8.  No  dé  líquidos  por  gastroclisis  (riesgo  de  aspiración  a los  pulmones). 

9.  Rasure  el  cuero  cabelludo  del  bebé:  es  allí  donde  encontrará  mejor  las  venas.  Si  pincha  una  arteria,  retire  la  aguja  (riesgo  de 
necrosis). 

10. Tenga  siempre  lista  una  bandeja  de  venesección  en  su  Sala  de  Urgencias:  la  denudación  de  una  vena  (la  safena  interna  en  su  porción 
maleolar)  puede  significarle  la  vida  a su  paciente. 

1 1.  No  use  antiespasmódicos  ni  astringentes  intestinales:  son  inefectivos. 

12.Si  decide  remitir  su  paciente  a otro  hospital,  por  favor  indique  por  escrito  qué  tratamiento  se  le  ha  dado. 


para  los  líquidos  i.  v.  de  las  primeras  24  horas. 

Ese  total  se  repartirá  en  3 porciones.  Para  saber  de  qué 
cantidad  será  cada  una  se  fraccionará  primeramente  ese  total 
en  quintos.  Ej.:  1000  A-  5 = 200  (mis). 

Dar  por  gota  a gota  i.  v.  (16  gotas  = 1 mi): 
L Primera  porción,  1/5  parte  x 2 horas  - 200  mis 

2.  Segunda  porción,  2/5  partes  x 10  horas  - 400  mis 

3.  Tercera  porción,  2/5  partes  x 12  horas  - 400  mis 

1000  mis 

El  tiempo  que  debe  durar  cada  porción  no  es  rigurosamente 
fijo:  depende  del  estado  clínico  del  bebé  y de  su  evolución, 
que  el  médico  vigilará.  La  primera  porción  puede  darse  en 
menos  de  2 horas,  si  es  preciso,  pero  se  observará  al  paciente 
con  cuidado.  Una  infusión  demasiado  rápida  puede  sobre- 
cargar la  circulación;  demasiado  lenta,  demora  peligrosamente 
la  rehidratación. 

COMPOSICION  DE  LAS  SOLUCIONES  ELECTRO- 
LITICAS (ver  Tabla  II). 

Primera  porción:  lactato  de  Ringer  a toda  concentra- 
ción (“full  strength.”)  (F.  S.  R.  L.).  En  caso  de 
shock,  dar  plasma  a razón  de  20  mls/kg  en  30  o 45 
minutos;  si  no  hay  plasma,  optar  por  el  F.  S.  R.  L., 
40  mls/kg  en  1 o 2 horas. 

Segunda  y tercera  porciones:  solución  Travert  Núm. 

9 


NOTA:  Si  el  bebé  es  menor  de  1 mes  use  el  lactato 

de  Ringer  a media  concentración  para  la  primera  porción. 
Esa  porción  inicial  nunca  debe  contener  potasio,  o muy 
poco,  como  en  las  de  Ringer  (4  mEq/litro).  En  las  por- 
ciones subsiguientes  se  dará  cloruro  de  potasio  a razón 
de  2 o 4 mEqlkgl24  horas,  sin  exceder  una  concentración 
de  40  mEq/litro/día.  SE  APLAZARA  LA  ADMINISTRA- 
CION DE  CLORURO  DE  POTASIO  HASTA  QUE  EL 
BEBE  ORINE  (por  lo  general,  orinará  dentro  de  las  dos 
primeras  horas  de  terapia). 

VIGILANCIA  CLINICA  DEL  BEBE  (ver  Tabla  III). 

De  suma  importancia  durante  las  primeras  6 horas, 
incluye:  1.  Evolución  de  los  signos  generales  (T,  P,  R); 
2.  Evolución  del  estado  sensorial;  3.  Diuresis:  momento 
de  aparición  y su  evolución.  Una  diuresis  inferior  a 15 
mls/kg/24  hrs.  significa  oliguria;  4.  Peso  del  bebé,  a 
las  6,  12  y 24  horas  si  es  necesario;  5.  Reconocimiento 
de  los  signos  o síntomas  que  sugieren  complicaciones: 
convulsiones,  petequias,  ictericia,  irritación  meníngea, 
descompensación  cardíaca,  vientre  agudo,  anemia  grave, 
esclerema,  persistencia  de  la  taquipnea  acidótica. 

Nuestro  próximo  bosquejo  abordará  el  tema  del  tratamiento 
del  bebe  con  diarrea  leve.  Aunque  no  se  trata  de  una  urgencia, 
su  importancia  preventiva  es  tal  que  deseamos  incluirlo  en  esta 
serie.  Nos  permitirá  indicar  las  pautas  a seguir  para  el  trata- 
miento ulterior  de  los  bebés  deshidratados  por  gastroenteritis 
aguda. 


THE  CLINICAL,  BIOCHEMICAL,  OPERATIVE 
AND  PATHOLOGICAL  ANALYSIS  OF  14  CASES 
WITH  PRIMARY  HYPERPARATHYROIDISM 


Recently  with  the  advent  of  chronic  hernodyalisis 
and  renal  transplantation  secondary  and  autono- 
mous tertiary'  hyperfunctioning  of  the  parathyroid 
glands  in  uremia  has  become  of  paramount  interest 
and  importance. 

Nevertheless,  autonomous  primary  hyperfunction  of 
the  parathyroids  still  presents  a challenging  diagnostic 
problem.  Nowadays,  its  diagnosis  is  being  made 
early  in  the  course  of  the  disease  so  that  we  rarely 
see  the  typical  case  of  Osteitis  Fibrosa  Cystica  as 
personified  by  Charles  Martell  (1).  The  historical 
diagnosis  of  the  disease  has  gone  as  Gordan  states 
from  bone  to  stone  to  an  epigastric  moan  to  none 
(2).  It  is  the  purpose  of  this  publication  to  document 
our  experience  in  the  diagnosis  and  management  of 
primary'  hyperparathyroidism  from  the  years  1960  to 
1968  in  the  University  Hospital. 

Materials  and  Methods 

The  subjects  were  studied  in  the  Clinical  Research  Center 
and  the  medical  wards  of  the  University  Hospital.  The  intra- 
venous calcium  infusion  tests  were  performed  as  described 
by  Howard  et  al  (3),  the  serum  calcium  was  determined  by 
the  Clark  Collip  modification  of  the  Kramer  Tisdall  method, 
the  urine  calcium  by  the  Howard  Fatigue  laboratory  method 
with  modification  from  the  Johns  Hopkins  Metabolic  Labora- 
tory, the  serum  and  urine  phosphorus  by  the  method  of 
Fiske  and  Subarrow  (5)  and  the  urinary  hydroxyproline  by 
the  method  of  Prockop  and  Udenfriend  (6).  A complete 
bone  survey,  an  intravenous  pyelogram  and  an  upper  gastro- 
intestinal series  was  performed  in  all  the  subjects.  Screening 
programs  in  355  subjects  with  renal  lithiasis  and  128  subjects 
with  peptic  ulcer  disease  led  to  the  diagnosis  of  the  cases 
to  be  presented.  One  of  the  cases  was  diagnosed  by  histo- 
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pathological  examination  after  being  admitted  to  the  hos- 
pital directly  from  the  Tumor  Clinic  for  removal  of  what 
was  thought  to  be  a thyroid  nodule. 

Clinical  Data 

Table  I summarizes  the  composition  of  the  series.  A total 
of  14  subjects  were  operated,  8 males  and  6 females.  The 
youngest  patient  was  16  years  old  and  the  oldest  67. 

Tables  II  and  III  show  the  prominent  clinical  features. 
The  predominant  symptoms  were  those  referrable  to  the 
gastrointestinal  and  the  urinary  systems.  Nausea,  epigastric 
pain  and  constipation  were  the  most  common  gastrointestinal 
complaints.  Three  subjects  had  peptic  ulcer  disease.  The 
most  common  urinary  symptoms  were  those  referrable  to 
renal  lithiasis  such  as  hematuria,  renal  colics,  recurrent  tract 
infections  and  passage  of  stones.  Symptoms  referrable  to 
the  skeletal  system  were  not  prominent. 

Physical  findings  were  not  diagnostic  of  the  disease  in 
any  instance.  In  one  subject  band  keratopathy  was  diag- 
nosed by  slit  lamp  examination,  four  had  a palpable  nodule 


TABLE  I:  PRIMARY  HYPERPARATHYROI- 
DISM (1960-68  University  Hospital) 


1. 

Total  Number  of  Cases 

14 

2. 

Sex  Distribution 

Male 

8 

Female 

6 

3. 

Youngest  patient 

16 

4. 

Oldest  patient 

67 

5. 

Year  Distribution 

1960 

3 

1961 

2 

1962 

3 

1963 

1 j 

1964 

1 1 

1965 

2 

1966 

i 

1967 

0 

1968 

1 
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TABLE  II:  PRESENTING  SYMPTOMS  IN  14 
CASES  OF  PRIMARY  HYPERPARATHYROI- 
DISM 


1.  Easy  fatigability  and  asthenia  4 

2.  Headaches  6 

3.  Weight  loss  3 

4.  Visual 

1.  Burning  and  lacrimation  2 

2.  Sandy  feeling  in  eyes  1 

5.  Gastrointestinal  Symptoms 

1.  Nausea  and  vomiting  (not  associated  with  PUD)  3 

2.  Epigastric  pain  or  discomfort  (not  assoc. with  PUD)  5 

3.  Ulcer  symptomatology  3 

4.  Constipation  5 

5.  None  1 

6.  Urinary 

1.  Referrable  to  Renal  Lithiasis  10 

2.  Polydipsia  and  polyuria  not  associated  with 

renal  lithiasis  1 

3.  Urinary  tract  infections  4 

7.  Muscle  Aches  and  W eakness  3 

8.  Skeletal 

1.  Bony  aches  4 

2.  Backache  5 

3.  Pain  in  mandible  1 

9.  Neuropsychiatric 

1.  Depressive  Psychosis  1 

2.  Marked  irritability  2 


TABLE  III:  PHYSICAL  FINDINGS  IN  14 
CASES  OF  PRIMARY  HYPERPARATHYROI 
DISM 


1.  Underweight  2 

2.  Eyes 

1.  Band  Keratopathy  1 

2.  Normal  slit  lamp  examination  11 

3.  Slit  lamp  examination  not  done  2 

3.  Palpable  adenoma  4 

4.  Palpable  nodular  thyroid  1 

5.  Blood  Pressure 

1.  Greater  than  140/00  4 

2.  Normal  14 

6.  Abdomen 

1.  Epigastric  tenderness  5 

' 7.  Back 

1.  CVA  tenderness  1 

8.  Skin 

1.  Dryness  3 

2.  Calcific  deposits  1 

0.  Skeletal 

1.  Bone  tenderness  2 

10.  Neuromuscular 

1.  Muscle  wasting  1 


. 


in  the  neck  at  the  site  where  the  tumor  was  later  on  found, 
four  had  hypertension  which  did  not  improve  upon  removal 
of  the  tumor  and  two  had  diffuse  bony  tenderness. 

Peptic  Ulcer  Disease 

Three  patients  had  peptic  ulcer  disease  diagnosed  8,  13, 
and  15  years  prior  to  the  diagnosis  of  primary  hyperpara- 
thyroidism. Table  IV  summarizes  the  clinical  features  in 
these  three  subjects.  In  two  of  these  patients  the  pre- 
dominant symptoms  were  those  associated  with  peptic  ulcer 
disease,  and  in  one  recurrent  renal  lithiasis  was  evident  seven 
years  prior  to  the  diagnosis  of  peptic  ulcer  disease.  The 
ulcer  was  located  in  the  duodenum  in  all,  and  in  two  of  the 
patients  it  was  complicated  with  obstruction  and  one  with 
perforation.  In  all  three  subjects  there  was  a remarkable 
improvement  after  removal  of  the  tumor. 

Renal  Disease 

The  incidence  of  nephrolithiasis  and  renal  disease  in  the 
14  cases  is  summarized  in  Table  V. 

Ten  of  the  patients  had  recurrent  renal  lithiasis.  Bilateral 
involvement  was  present  in  5 and  unilateral  calculi  in  the 
remaining  5.  One  patient  had  a nephrectomy  4 years  prior 
to  diagnosis  for  recurrent  renal  lithiasis  and  infection  and 
another  subject  had  a partial  nephrectomy  for  the  same  reason. 
Two  subjects  had  ureterolithotomies  6 years  and  one  year 
prior  to  diagnosis.  Renal  insufficiency  was  present  in  two. 
One  patient  died  post-operatively  and  in  the  other  the  follow 
up  period  has  been  one  year  and  definite  improvement  in 
the  renal  function  is  evident.  None  of  these  two  patients, 
had  renal  lithiasis. 

Renal  calculi  analyses  were  performed  in  three.  The 
three  were  predominantly  calcium  phosphate  stones.  As 
of  the  time  of  this  report  seven  patients  had  normals 
intravenous  pyelogram,  three  still  showed  renal  lithiasis,  one 
still  had  impaired  bilateral  renal  function  and  in  three  informa- 
tion was  not  available. 

Radiological  Findings 

Two  of  the  subjects  showed  bone  disease.  In  one  it  was 
rather  typical  with  diffuse  demineralization  of  the  skeleton, 
subperiosteal  resorption  in  skull  and  hands  and  the  absence 
of  lamina  dura  (F.  C.  - 16  year  old).  The  remaining  was  a 
60-year  old  male  (R.  A.)  with  diffuse  osteoporosis  and  absence 
of  the  lamina  dura.  The  latter  developed  tetany  postoperatively 
which  lasted  for  two  weeks,  fact  which  ascertains  that  the  osteo- 
porosis was  associated  with  the  hyperparathyroidism  rather  than 
a senile  osteoporosis. 

Laboratory  Findings 

Table  VI  and  Figures  1 to  4 summarize  the  laboratory 
findings.  Figure  1 shows  the  serum  calcium  range  in  13  sub- 
jects. The  dotted  circle  represents  the  mean,  the  triangle  the 
upper  and  the  square  the  lower  value  for  the  serum  calcium. 
The  mean  represents  the  average  of  anywhere  from  6 to  15 
determinations.  It  is  shown  that  4 of  these  subjects  had 
serum  calciums  which  were  within  normal  limits  at  some- 
time. In  patients  3 (F.  C.)  and  13  (J.  A.)  the  lowermost 
value  was  attained  after  the  administration  of  Prednisone 
in  patient  3 and  sodium  magnesium  sulfate  infusion  in  pa- 
tient 13. 

Figure  2 shows  the  serum  phosphorus  range  on  the  same 
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TABLE  IV:  PEPTIC  ULCER  DISEASE  IN  PRIMARY  HYPERPARATHYROIDISM 


Patient 

A.S.R. 

Date  of 
Operation 

Onset  of 

Ulcer  Symptoms 

Main  Symptoms  of 
Hyperparathyroidism 

Localization  of 

Ulcer 

Complications  of 

Ulcer  Disease 

Operation 

Follow  Up 

J.H.F. 

t>8  W M 

9/1/60 

Age  55 

Proven  by  U.G.I. 
Series 

No  other  symptoms 
except  those  referrable 
to  peptic  ulcer  disease 

Duodenal 

Obstruction 

Perforation 

Duodenorrhaphy 
(2  wks.  prior  to 
removal  of  para- 
thyroid adenoma 

In  1968  no  g.i.  symptoms, 
remarkable  improvement. 
U.G.I.  series-stomach 
negative,  duodenal  bulb 
severely  deformed  due  to 
cicatricial  changes  from 
ulcer  disease. 

J.S.F. 

57  W M 

9/21/61 

Age  42 

Proven  by  U.G.I. 
Series 

Renal  Lithiasis  since  age 

35.  Rt.  parcial  nephrec- 
tomy in  1955.  Peptic 

Ulcer  Symptoms. 

Duodenal 

1961 -active  crater 

at  base  of  duodenal 

cap. 

None 

None 

Improvement.  Occasional 
epigastric  pain.  1968-U.G.I. 
normal  stomach,  duodenal 
bulb  deformed  with  no  evi- 
dence of  active  ulcer  crater. 
1966-  Dx.  epidermoid  CA 
of  tongue. 

J.A.R. 

67  W M 

9/10/68 

Age  59 

Proven  by  U.G.I. 
Series 

Polyuria,  Polydipsia, 
Symptoms  referrable 
to  Peptic  Ulcer  Disease 

Duodenal 

1968-active  crater; 
partial  obstruction 

1.  Persistent  pain 
despite  therapy  of 
peptic  ulcer  disease 
prior  to  removal  of 
parathyroid  tumor. 

2.  Partial  obstruction. 

None 

6/4/69  - Remarkable  im- 
provement; only  occasional 
pain.  Pathology:  Parathy- 
roid C.  A.;  no  metastases. 

TABLE  V:  NEPROLITHIASIS  AND  RENAL  DISEASE  IN  14  CASES 
WITH  PRIMARY  HYPERPARATHYROIDISM 


1.  Number  of  Cases  with  Lithiasis  10 

2.  Percentage  of  total  71  percent 

3.  Duration  of  Symptoms  (Renal  colic  and  passage  of  renal  calculi)  hours  to  18  years 

4.  Anatomical  Distribution 

1.  Unilateral  Renal  Calculi  5 

Right  2 

Left  3 

2.  Bilateral  5 

3.  Nephrocalcinosis  1 

4.  Bladder  calculi  1 

5.  Operative  procedures  prior  to  Diagnosis 


1.  Right  partial  nephrectomy  (5  yrs.  prior  to  diagnosis)  - JSF 

2.  Left  nephrec tomy  ( 4 yrs.  prior  to  diagnosis)-  O.D. 

3.  Left  Ureterolithotomy-  E.  G„  F.  V.(6  mos.,  1 yr.  prior  to  dx.) 

6.  Cases  with  Renal  Insufficiency 

1.  J.  A.  - moderately  severe  - Serum  creatinine  3 mg  percent.  Creatinine  clearance  - 30  ml/min. 

2.  F.  C.  - moderate  - BUN  - 45  mg/ 100  ml. 

7.  Renal  Calculi  Analysis 

1.  E.  G.  - Ca++  4 + , P04  4+  , NH4  4+  , Mg  1+  , C03  1 + 

2.  D.  B.  - Calcium  oxalate  and  phosphate 


3.  L.  C.  - Pure  calcium  phosphate 
8.  Follow  Up  Data  ( 1968) 

1.  I.  V.  P.  negative  7 

2.  Renal  calculi 

1.  Unilateral  1 

2.  Bilateral  2 

3.  Information  not  available  3 

4.  Impaired  Bilateral  Renal  Function  1 

5.  Death  1 
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TABLE  VI:  LABORATORY  FINDINGS  IN  13  SUBJECTS  WITH  PRIMARY  HYPERPARATHYROIDISM 


Patient 

Age 

Sex 

Serum  Ca 
mg/lOOml 

Serum  P 
mgllOO  ml 

Aik.  P’tase 
(SJR  units) 

Urine  Ca 
mgld 

Cp  (ml./min.) 

Percentage 

TRP 

Serum  Ca 

Rise 

Long  1.  V. 
Serum  P 
drop  8th  hr. 

Calcium  Test 

Urine  P 
drop 

Ca 

retention 

(percentage) 

1.  R.A. 

60  M 

12.9-15.0 

2.3-2.S 

58-60  KA 

197-227 

_ 

_ 

_ 

_ 

__ 

_ 

2.  J.H.F. 

62  M 

11.2-14.3 

3.1 

- 

315 

- 

- 

- 

- 

- 

- 

3.  F.C. 

16  M 

11.8-16.2 

3.7-5. 3 

11-38  KA 

212-310 

- 

- 

- 

- 

- 

- 

4.  J.S.F. 

50  M 

13.1-16.1 

1.3-1. 9 

5. 3-7. 7 

135-493 

26 

56 

- 

- 

- 

- 

5.  E.G. 

36  F 

10.7-13.3 

1.8-3. 5 

4.8-8. 3 

174-413 

7.7 

93 

2.3 

0.7 

None 

44 

6.  E.L. 

39  F 

11.8-12.7 

1. 7-2.3 

5. 2-6. 2 

221-430 

14.3 

81.2 

4.0 

0.5 

— 12  percent 

50 

r4 

o 

b 

28  F 

10.7-13.2 

1.7-2.5 

3.2-5. 4 

141-410 

15.8 

83.3 

4.2 

0.6 

—60  percent 

60 

8.  A.R. 

58  M 

11.4-12.4 

1. 3-4.8 

3. 4-4.3 

219-704 

11.9 

84.3 

1.9 

0.5 

None 

41 

9.  F.V. 

60  F 

11.4-12.4 

2.2-3.4 

6.3-10.0 

226-457 

15.9 

84 

3.2 

1.5 

None 

62 

10.D.B. 

33  M 

10.8-12.2 

2.84.6 

3.7-6.4 

155-396 

8.1 

94.5 

2.4 

-0.4 

+15  percent 

43 

ll.L.C. 

44  M 

11.1-12.8 

2.0-4.4 

3.5-5. 2 

91-247 

10.5 

91 

4.2 

1.4 

—24  percent 

72 

12.M.B. 

53  M 

11.1-13.1 

1. 7-2.9 

5. 0-6.8 

119-378 

11.8 

86.3 

3.2 

None 

— 12.4  percent 

40 

13.J.A. 

67  M 

10.8-15.2 

1. 7-4.0 

13.3-14.7 

48-219 

7.7 

70 

- 

- 

- 

- 
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Fig.  1:  Serum  calcium  range  in  13  subjects  with  primary 
hyperparathyroidism. 


Fig.  2:  Serum  phosphorus  range  in  13  subjects  with  primary 
hyperparathyroidism. 
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Fig.  3:  Serum  and  urinary  phosphorus  response  to  an  intra- 
venous infusion  of  calcium  in  8 subjects  with  primary  hyper- 
parathyroidism. 


DAY 


Fig.  4:  The  effect  of  calcium  infusion  on  24  hour  urinary 
phosphorus  excretion  in  8 patients  with  primary  hyperpara- 
thyroidism. 
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subjects.  Except  for  2 subjects  all  of  them  showed  hypo- 
phosphatemia. Patient  3 had  renal  insufficiency  which  ex- 
plains the  normal  or  slightly  elevated  serum  phosphorus. 
Patient  13  despite  renal  insufficiency  had  low  serum  phos- 
phorus in  most  of  the  determinations.  This  patient  also  had 
peptic  ulcer  disease  and  had  ingested  large  amounts  of  anti-  r 
acids  for  several  years  which  explained  the  presence  of  hypo- 
phosphatemia despite  the  presence  of  renal  insufficiency. 

Table  VI  shows  other  pertinent  laboratory  findings.  Three 
of  the  subjects  had  hyperphosphatasemia  two  of  which  had 
radiological  evidence  of  bone  disease.  All  of  the  subjects 
had  hypercalciuria.  In  three  subjects  some  of  the  values 
were  within  the  normal  range  but  most  were  elevated.  One 
of  the  patients  with  renal  disease  (J.  A.)  showed  normocalciuria 
in  several  occasions  as  is  to  be  expected  for  the  filtered  cal- 
cium decreases  as  a consequence  of  the  renal  glomerular  in- 
sufficiency. The  other  subject  with  renal  insufficiency  (F.  C.) 
showed  hypercalciuria  despite  the  renal  insufficiency. 

The  phosphate  clearance  was  determined  in  10  subjects. 
(Normal  below  10  ml/min.).  Three  had  normal  phosphate 
clearance.  The  percentage  tubular  reabsorption  of  phosphate 
was  low  in  six  subjects,  5 of  which  also  had  increased  phosphate 
clearance.  The  normal  phosphate  clearance  and  TRP  in  the 
remaining  one  is  explained  on  basis  of  the  renal  insufficiency. 

The  urinary  hydroxyproline  (not  shown  in  the  table)  was 
determined  in  4 subjects  and  was  found  to  be  normal  in  all. 

The  results  of  the  intravenous  calcium  test  tabulated  here 
are  better  shown  in  Figure  3.  Only  one  patient  showed  a full  1 
suppression  as  indicated  by  an  increase  in  the  serum  phosphorus 
of  over  1.2  mg  percent  and  a drop  in  the  urine  phosphorus  of 
24  percent  from  the  basal  value.  In  a patient  with  a suppression 
of  urinary  P of  60  percent  from  the  control  value  the  serum 
phosphorus  rise  was  of  0.6  mg  percent.  (In  normals  the 
serum  phosphorus  rise  at  the  end  of  infusion  or  4 hours 
after  the  infusion  is  stopped  should  be  1.2  mg/ 100  ml  or 
higher.) 

Figure  4 shows  the  urinary  P changes  upon  the  intra- 
venous infusion  of  calcium  on  the  day  of  the  infusion  and 
the  day  after  the  infusion.  Normally  a rebound  phosphaturia 
is  shown  in  the  day  after  the  infusion  which  ranges  from  12. to 
15  percent  (6).  In  our  subjects  only  one  showed  a rebound 
phosphaturia  of  + 56  percent  of  control.  This  was  the 
patient  who  had  a suppression  in  the  urine  phosphorus  of 
60  percent  but  not  a complete  suppression  as  shown  by  an 
insufficient  rise  in  the  serum  phosphorus. 

Table  VII  summarizes  the  operative  and  pathological  find- 
ings in  all  the  cases.  One  of  the  subjects  had  2 adenomas, 

12  had  single  adenomas  and  one  had  a parathyroid  carcinoma. 

All  were  anatomically  located  inferior  to  the  lower  lobes  of 
the  thyroid. 

The  largest  tumor  measured  4 cm  in  its  widest  diameter 
and  weighed  12  gm.  All  were  shown  to  be  histologically 
chief  cell  adenomas.  One  patient  died  of  bilateral  pneumo- 
thorax after  mediastinal  exploration.  Only  two  of  the  sub- 
jects had  transient  tetany. 

Postoperatively  the  serum  calcium  returned  to  normal 
within  8 to  24  hours  and  in  one  of  the  subjects  with  one 
of  the  highest  serum  calcium  it  came  down  to  normal  in 
2 days.  The  urine  calcium  returned  to  normal  in  all  the 
cases.  In  two  of  the  subjects  with  hypophosphatemia  the 
serum  phosphorus  did  not  return  to  normal  until  2 to  3 
years  later. 
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TABLE  VII:  PRIMARY  HYPERPARATHYROIDISM 
OPERATIVE  AND  PATHOLOGICAL  FINDINGS  IN  14  CASES 


Patient 

Size 

Weight 

Location 

Microscopic 

Post  Operative 
Complication 

1.  R.  A. 

4x3  cm. 

12  g 

LLL 

Chief  cell  adenoma 

T etany  - 2 weeks 

2.  J.H.F. 

3.  F.C. 

2 x 1.5  x 1 cm. 

— 

LLL 

Chief  cell  adenoma 

None 

Death 

4.  J.S.F. 

2.3  x 1.7  x 1.3 

3 g 

LLL 

Chief  cell  adenoma 

None 

5.  E.  G. 

1 x 1 x 0.8 

— 

RLL 

Chief  cell  adenoma 

None 

6.  E.  L. 

1 x 0.8  x 0.3 

— 

RLL 

Chief  cell  adenoma 

Mild  cramps  for 

1 x 0.4  x 0.3 

— 

RLL 

Chief  cell  adenoma 

one  day. 

7.  O.D. 

2.5  x 2.0  x 2.3 

2 g 

RLL 

Chief  cell  adenoma 

None 

8.  A.  R. 

2 x 0.8  x 0.4 

600  mg 

RLL 

Chief  cell  adenoma 

None 

9.  F.V. 

2 x 1.78  x 1 

1.5  g 

RLL 

Chief  cell  adenoma 

None 

10. D.  B. 

1 x 0.4  x 0.3 

2 g 

Normal 

None 

11. L.  C. 

lxlxl  cm. 

400  mg 

RLL 

Chief  cell  adenoma 
one  normal  parathyroid 

None 

12.M.  B. 

1.2  x 0.6  x 0.4 

300  mg 

LLL 

Chief  cell  adenoma 

None 

13. J.  A. 

3 cm. 

5.3  g 

RLL 

Carcinoma 

Superior  Laryngeal 
Paralysis 

14.M.L. 

2.  7 x 1.4  x 1 

LLL 

Chief  and  oxyphil  cell 
adenoma.  One  normal 
parathyroid. 

Tetany  - 1 day 
Cramps  - 4 days 

Fig.  5:  Parathyroid  adenoma  in  patient  R.  A.  Weight  12  Gm. 


Figure  5 shows  the  parathyroid  adenoma  removed  from 
our  first  patient  which  incidentally  is  the  largest  one  of  the 
series.  Figure  6 shows  the  microscopy  of  the  tumor  removed 
from  J.  A.  which  histologically  showed  features  consistent 
•with  parathyroid  carcinoma.  The  features  suggestive  of  carci- 
noma are,  the  vessel  invasion,  the  presence  of  mitosis  and 
the  abundance  of  fibrous  strands  surrounding  the  tumor. 
At  the  present  time  this  patient  is  eucalcemic  and  there 
is  no  evidence  of  local  nor  distant  metastasis. 


Fig.  6:  Microscopy  of  parathyroid  carcinoma  in  ./.  A.  shows 
vessel  invasion  by  tumoral  chief  cells  and  fibrous  septa  sur- 
rounding the  tumor  cell. 
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Discussion 

This  report  summarizes  the  clinical,  biochemical, 
operative  and  pathological  analysis  of  the  first  series 
of  cases  with  primary  hyperparathyroidism  ever  pu- 
blished in  Puerto  Rico. 

The  diagnosis  of  these  cases  was  possible  through 
screening  programs  in  subjects  with  renal  lithiasis  and 
peptic  ulcer  disease. 

Calculous  disease  of  the  urinary  tract  provides  the 
earliest  clue  to  the  diagnosis  of  primary  hyperpara- 
thyroidism more  often  than  all  other  complications 
or  symptoms  combined.  The  incidence  of  primary 
hyperparathyroidism  may  vary  from  2 to  as  high  as 
10  percent  in  various  stone  clinics  (7).  Ten  out 
of  335  cases  screened  in  our  Metabolic  laboratory 
were  proven  to  have  primary  hyperparathyroidism, 
an  incidence  of  2.8  percent.  On  the  other  hand 
the  incidence  of  calculous  disease  in  primary  hyper- 
thyroidism may  vary  from  50  to  90  percent  (8,  9,  10, 
11,  12).  An  incidence  of  71  percent  in  our  small 
series  compares  to  that  of  the  small  and  large  series 
reported  in  the  literature. 

Hypercalceinic  nephropathy  not  associated  with  gross 
radiological  evidence  of  nephrolithiasis  was  present  in 
two  of  our  cases.  One  of  these  patients  died  post- 
operatively  but  already  improvement  of  the  renal 
function  is  evident  in  the  remaining  case.  Hyper- 
calcemia induced  by  injections  of  parathyroid  extract 
results  in  depression  of  the  glomendar  filtration  rate 
and  marked  disturbance  in  renal  concentrating  me- 
chanism (13).  The  latter  hs  explained  on  basis  of  a 
decreased  ability  of  the  cells  lining  the  loops  of  Henle 
and  the  collecting  duct  of  pumping  sodium  out  of  the 
tubular  urine  and  into  the  medullary  interstitium  (14) 
and  by  an  alteration  of  the  permeability  of  the  collect- 
ing duct  to  water  in  the  presence  of  a hypercalcemic 
state  (15).  This  has  been  also  shown  to  be  true  in 
other  hypercalcemic  states,  such  as  in  vitamin  D in- 
toxication. 

Gastrointestinal  symptoms  are  the  second  most  fre- 
quent set  of  symptoms  seen  in  patients  with  primary 
hyperparathyroidism.  These  were  first  noted  by  Gut- 
man (16)  in  1934.  Rogers  (17)  in  1946  suggested  that 
peptic  ulcer  disease  was  aggravated  by  this  disorder. 
Ostrow  (18)  in  I960  made  a review  of  several  large 
series  and  reported  an  incidence  of  peptic  ulcer  di- 
sease varying  from  7 to  25  percent.  A composite 
analysis  of  these  series  gave  an  over  all  incidence  of 
peptic  ulcer  disease  in  primary  hyperparathyroidism 
of  9.1  percent.  In  our  small  number  of  cases  3 out 


of  14  had  peptic  ulcer  disease,  an  incidence  of  21  per-  I 
cent,  higher  than  that  encountered  in  most  series 
but  similar  to  the  incidence  in  Howard  s (19)  and 
Hellstrom’s  series  (20).  When  conversely  a series  of 
patients  with  peptic  ulcer  disease  is  screened  for 
primary  hyperparathyroidism  the  incidence  has  varied 
from  1 to  3 percent  (21).  In  our  small  series  3 out  of 
128  subjects  with  peptic  ulcer  disease  were  diagnosed 
as  having  primary  hyperparathyroidism,  an  incidence 
of  2.3  percent  which  compares  to  that  reported  in 
the  literature. 

The  studies  of  Donnegan  (22)  have  shown  that 
single  parathyroid  hormone  injections  without  an  ac- 
companying hypercalcemia  consistently  cause  gastric 
hypersecretion.  These  authors  have  likewise  shown 
that  an  abrupt  rise  in  serum  calcium  independent  of 
parathyroid  hormone  consistently  increases  the  pro- 
duction of  pepsin,  gastric  secretory  volume  and  free 
acid  either  in  normal  or  in  the  hypoparathyroid  sub- 
ject. The  mechanism  by  which  the  hormone  or  ion 
has  its  acute  effect  in  gastric  secretion  is  yet  to  be 
clarified.  The  gastric  response  to  prolonged  hyper- 
calcemia in  man  has  not  been  systematically  studied. 
The  fact  that  all  patients  do  not  demonstrate  basal 
hypersecretion  suggest  that  an  adaptation  to  the  hyper- 
calcemic state  may  occur.  Thus,  further  investigation 
on  the  effect  of  hyperparathyroidism  and  hypercal- 
cemia on  gastric  function  is  warranted.  About  40 
to  50  percent  of  patients  with  hyperparathyroidism 
and  peptic  ulcer  disease  heal  their  ulcers  postpara- 
thyroidectomy. The  remarkable  improvement  and 
healing  in  our  3 cases  with  peptic  ulcer  disease  are 
witness  to  this  effect. 

Bone  disease  is  grossly  evident  in  10  percent  of 
the  series  reported.  Two  of  our  14  cases  had  bone 
disease,  demonstrated  radiologically  and  biochemically 
by  an  elevated  alkaline  phosphatase.  Histologically, 
biopsy  of  all  cases  of  primary  hyperparathyroidism 
show  evidence  of  bone  disease  (23).  The  parameters 
used  clinically  to  detect  bone  disease  such  as  roent- 
genological skeletal  survey,  serum  alkaline  phospha- 
tase and  urinary  hydroxyproline  are  not  sensitive 
enough  to  detect  bone  disease  in  the  early  cases  of 
primary  hyperparathyroidism. 

Regarding  the  biochemical  diagnosis  oí  primary  hy- 
perparathyroidism we  agree  with  the  contention  of  all 
other  investigators  in  the  field  that  an  elevated  serum 
calcium  is  the  best  diagnostic  parameter  provided  all 
other  causes  of  hypercalcemia  are  mled  out. 

McGeown  (24,  25)  was  the  first  to  comment  on 
the  spontaneous  fluctuation  in  serum  calcium  that 
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sometimes  occurred  in  hyperparathyroidism  and  no- 
ticed that  occasional  normal  values  could  be  seen. 
Connor  (26)  in  his  series  of  32  cases  demonstrated 
an  incidence  of  12.5  percent  of  what  he  called  inter- 
mittent hyperparathyroidism.  Such  fluctuations  were 
also  found  in  2 of  our  cases  who  had  serum  calcium 
levels  at  one  time  which  are  considered  normal  in  most 
laboratories.  For  that  reason  whenever  we  suspect 
hyperparathyroidism  we  like  to  perform  repeated  serum 
calcium  determinations  and  we  do  not  rule  out  the  di- 
sease on  basis  of  only  one  laboratory  determination. 

The  cortisone  test  introduced  by  Dent  (27)  to  dif- 
ferentiate hypercalcemia  of  hyperparathyroidism  to  that 
of  other  hypercalcemic  states  is  no  longer  valid  as  shown 
in  one  of  our  cases  and  additional  cases  in  the  literature 
(28,  29)  in  whom  lowering  of  the  serum  calcium  was 
attained  upon  Cortisone  or  Prednisone  administration. 
In  hypercalcemic  states  of  whatever  the  etiology  sodium 
sulfate,  sodium  phosphate  solution  and  thyrocalcitonin 
can  correct  the  hypercalcemia,  thus  being  of  no  diag- 
nostic help  (30,  31,  32). 

Serum  phosphate  and  other  tests  of  phosphate  meta- 
bolism such  as  phosphate  clearance,  and  percentage 
tubular  reabsorption  of  phosphate  have  been  found 
* to  be  within  normal  limits  in  about  40  percent  of  the 
cases  with  primary  hyperparathyroidism. 

Other  tests  to  study  parathyroid  function  are  very 
variable  and  should  be  interpreted  on  the  light  of  the 
clinical  picture  and  other  biochemical  tests.  That 
intravenous  calcium  can  suppress  some  of  these  tumors 
is  demonstrated  by  one  of  our  cases. 

Although  there  is  not  as  yet  enough  data  on  the  levels 
of  parathyroid  hormone  as  determined  by  immunoassay 
in  patients  with  primary  hyperparathyroidism,  assays 
as  performed  by  Berson  and  Yallow  (33)  have  failed 
to  show  elevated  levels  in  13  out  of  28  cases  with 
proven  hyperparathyroidism.  He  postulated  that  since 
one  might  expect  that  in  the  presence  of  an  elevated 
I serum  calcium  a normal  gland  would  simply  shut  off 
its  secretion,  even  a normal  level  in  the  presence  of  hy- 
percalcemia probably  indicates  an  autonomously  func- 
tioning non  suppressible  gland. 

The  future  determination  of  levels  of  parathyroid 
I hormone  by  radioimmunoassay  under  basal  condition, 
I upon  suppression  with  intravenous  calcium  infusion  and 
j stimulation  by  inducing  hypocalcemia  with  the  in- 
| travenous  infusion  of  EDTA  may  give  further  strength 
I to  the  study  of  parathyroid  function  in  human  sub- 
j jeets. 

Primary  hyperparathyroidism  may  he  caused  usually 
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by  adenomas  of  the  parathyroids  which  may  be  single 
or  multiple,  and  less  commonly  by  primary  hyperplasia 
and  carcinoma  of  the  gland.  Adenomas  are  usually 
found  in  the  neck  (90  percent)  but  in  10  percent 
of  the  cases  they  may  be  found  in  aberrant  positions 
such  as  the  anterior  mediastinum  and  in  the  substance 
of  the  thyroid.  Most  of  the  tumors  are  located  in- 
ferior to  or  near  the  lower  poles  of  the  thyroid  (34). 

In  two  of  our  subjects  exploration  of  the  medias- 
tinum was  performed.  In  the  first  case  exploration 
of  the  mediastinum  was  performed  three  days  later 
for  the  serum  calcium  remained  high  after  the  neck 
exploration.  Two  hyperplastic  glands  of  the  clear 
cell  type  were  found.  Unfortunately  the  patient 
died  twelve  hours  later  of  bilateral  pneumothorax. 
In  the  other  case  on  whom  mediastinal  exploration 
was  performed,  a one  cm,  2 Gms  parathyroid  gland 
was  removed  from  the  neck  which  was  classified 
by  the  pathologists  as  normal  on  frozen  section. 
This  led  the  surgeon  to  mediastinal  exploration  which 
was  not  fruitful.  Nevertheless  chemistries  have  re- 
mained normal  in  this  patient  which  indicates  that 
the  structure  removed  must  have  been  hyperfunctioning 
despite  the  fact  that  histopathologically  it  was  clas- 
sified as  normal. 

With  our  experience  in  these  two  cases  we  have 
assumed  the  position  of  Black  from  the  Mayo  Clinic 
(35).  He  has  advocated  that  since  minute  adenomas 
may  have  been  removed  from  the  neck  without  the 
surgeon’s  appreciation  nor  the  pathological  confir- 
mation and  since  the  patient  may  thus  have  been  cured, 
the  operation  should  be  terminated  and  a matter  of 
months  be  allowed  to  pass  before  further  exploration 
is  carried  out. 

To  have  a parathyroid  carcinoma  in  one  of  our  14 
cases  is  rather  unusual.  Although  parathyroid  carcino- 
mas are  rare  it  should  be  suspected  when  hyperpara- 
thyroidism is  accompanied  by  a palpable  tumor  in  the 
neck,  specially  in  the  male  and  with  serum  calcium 
concentration  over  14  mg/100  ml  (36).  The  patho- 
logic criteria  for  its  diagnosis  include  mitosis,  dense 
fibrous  strands  surrounding  the  original  adenoma,  vas- 
cular invasion  and  lymphatic  or  visceral  metastasis 
(37,  38).  Histologically  the  parathyroid  tissue  differs 
very  little  from  that  of  a benign  tumor.  Our  case 
shows  three  of  the  criteria  for  malignancy.  There 
is  not  as  yet  evidence  of  local  or  visceral  metastasis 
for  the  serum  calcium  has  remained  normal,  one  year 
after  the  operation.  The  interval  between  operation 
and  recurrence  varies  from  three  months  to  nine 
years  with  a median  value  of  two  years  (39).  Close 
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follow  up  in  our  case  is  warranted  and  is  being  done. 

The  finding  of  a parathyroid  adenoma  in  what 
was  thought  to  be  a thyroid  nodule  is  not  novel,  for 
this  has  been  recorded  in  many  instances  in  the  li- 
terature. The  association  of  thyroid  disease  in  40 
percent  of  patients  with  primary  hyperparathyroidism 
(40),  and  viceversa  warrants  that  a serum  calcium  be 
done  routinely  in  all  patients  with  thyroid  disease. 
I'he  thyroid  lesions  present  in  patients  with  primary 
hyperparathyroidism  include  benign  nodular  lesions, 
carcinoma,  and  chronic  lymphocytic  thyroiditis. 

The  muitiple  endocrine  adenomata  syndrome  was 
not  encountered  in  any  of  our  cases. 

Since  this  paper  was  prepared  for  final  publication 
four  additional  cases  have  been  diagnosed  and  proven 
to  have  primary  hyperparathyroidism. 

Summary 

A small  series  of  14  cases  proven  to  have  primary 
hyperparathyroidism  is  reported.  The  predominant 
symptoms  presented  by  these  patients  were  those 
referrable  to  the  gastrointestinal  and  urinary  systems. 
Physical  findings  were  not  diagnostic  of  the  disease 
in  any  instance.  Renal  lithiasis  was  present  in  71  per- 
cent of  the  cases  and  peptic  ulcer  disease  in  21  percent. 
All  of  the  thirteen  cases  diagnosed  preoperatively  had 
hypercalcemia  and  hypercalciuria.  In  two  subjects 
the  serum  calcium  was  normal  in  various  occasions. 
The  serum  phosphorus  was  low  in  11  cases.  In  one 
of  the  patients  the  tumor  could  be  suppressed  by  the 
intravenous  infusion  of  calcium.  Two  of  the  14 
cases  had  bone  disease,  demonstrated  radiologically 
and  biochemically  by  elevation  of  the  alkaline  phospha- 
tase. 

The  pathological  lesions  included  2 adenomas  in 
one  subject,  12  single  adenomas  and  a parathyroid  car- 
cinoma. All  were  anatomically  located  inferior  to  the 
lower  lobes  of  the  thyroid. 

Post-operative  complications  included  transient  te- 
tany in  two,  superior  laryngeal  paralysis  in  one  and 
one  death  secondary  to  bilateral  pneumothorax  after 
a mediastinal  exploration. 

Resumen 

Se  describe  una  pequeña  serie  de  14  casos  de  hiper- 
paratiroidismo  primario.  Los  síntomas  predominantes 
que  presentaban  los  pacientes  eran  referentes  al  sistema 
gastrointestinal  o urinario.  Los  hallazgos  físicos  no 
fueron  contributorios  al  diagnóstico.  Calculosis  renal 


se  encontró  en  71  porciento  de  los  casos  e úlcera  pép- 
tica en  21  porciento  de  los  casos.  Todos  los  casos 
que  se  diagnosticaron  preoperatoriamente  tenían  hiper- 
calcemia  e hipercalciuria.  En  dos  sujetos  el  calcio  sérico 
estuvo  normal  en  varias  ocasiones.  El  fósforo  sérico 
estuvo  bajo  en  11  casos.  En  uno  de  los  pacientes  el 
tumor  se  pudo  suprimir  por  la  infusión  intravenosa 
de  gluconato  calcico.  Dos  pacientes  demostraron 
enfermedad  ósea. 

Las  lesiones  patológicas  incluyeron  2 adenomas  en  un 
paciente,  solamente  un  adenoma  en  12  casos  y un  car- 
cinoma paratiroideo.  Todos  estaban  localizados  cerca 
de  los  polos  inferiores  del  tiroides. 

Las  complicaciones  postoperatorias  incluyeron  teta- 
nia transitoria  en  2 casos,  parálisis  del  nervio  laríngeo 
en  un  caso,  y muerte  secundaria  a pneumotorax 
bilateral  en  un  caso  donde  se  exploró  el  mediastino. 
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GLANZMANN’S  THROMBASTHENIA 

(Report  of  3 Cases ) 


Thrombasthenia  was  first  described  by  Glanzmann 
(1)  in  his  now  classic  paper  in  the  German  litera- 
ture at  the  beginning  of  this  century.  Since  then, 
this  disorder  has  been  one  of  the  most  confused  entities 
in  the  history  of  hematology.  Glanzmann  s original 
description  called  attention  to  a disease  which  he  named 
“hereditary  hemorrhagic  thrombasthenia”  which  con- 
sisted of  a hereditary  abnormality  in  platelet  clumping 
with  an  associated  defect  in  clot  retraction.  However, 
at  that  time  this  entity  was  considered  a variant  of 
Werlhof’s  disease  (thrombocytopenic  purpura)  which 
included  mostly  patients  with  idiopathic  thrombo- 
cytopenic purpura  (ITP).  It  is  of  interest  that  Glanz- 
mann himself  probably  was  not  aware  of  the  fact  that 
he  was  describing  a hitherto  unknown  entity  since  he 
felt  that  his  heterogeous  group  of  cases  represented 
only  milder  forms  of  ITP. 

It  is  our  purpose  to  present  the  clinical  features 
of  this  syndrome  in  3 patients  and  some  of  their 
relatives  whom  we  have  studied  at  the  University 
Hospital  of  the  University  of  Puerto  Rico  during 
the  past  two  years  and  to  review  current  ideas  regard- 
ing its  pathogenesis. 

Methods 

The  laboratory  evaluation  of  our  patients’  platelets  con- 
sisted of  careful  examination  of  their  morphology  in  a 
Wright’s-Giemsa  stained  peripheral  blood  smear;  a platelet 
count  (phase  microscope),  tourniquet  test  (Rumpel  Leed), 
bleeding  time  (Duke)  and  clot  retraction.  Platelet  factor 
3 was  evaluated  using  the  thromboplastin  generation  test 
(2).  The  ability  of  the  platelets  to  aggregate  upon  the 
addition  of  adenosine  diphosphate  (ADP)  was  studied  micros- 
copically and  macroscopically  as  described  by  Cullum  (3). 
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The  plasma  factors  were  evaluated  by  measuring  the  Quick 
prothrombin  time,  partial  thromboplastin  time  (4)  and  the 
thromboplastin  generation  test  (2). 

Case  Reports 

Case  1: 

A 20-year  old  negro  female  was  referred  to  our  Hematology 
clinic  because  of  profuse  uncontrolled  bleeding  from  the 
gums.  She  was  in  good  health  until  the  age  of  7 when 
relatives  first  noticed  easy  bruisability.  Two  years  later 
hospitalization  was  necessary  for  treatment  of  bleeding  of 
the  gums  which  subsided  after  several  whole  blood  trans- 
fusions. Since  that  time  the  patient  had  required  frequent 
visits  to  her  physicians  and  various  hospitalizations  for  spon- 
taneous gingivorrhagia  which  also  occurred  after  dental  ex- 
tractions. Her  menarche  occurred  uneventfully  at  age  13 
without  excessive  bleeding.  For  the  past  7 years  her  mens- 
trual periods  had  been  normal  without  any  menometrorrhagia. 
There  was  no  history  of  hematemesis,  hemarthroses,  hemato- 
chezia,  hematuria,  arthritis,  jaundice,  birth  trauma  or  anemia. 

The  family  history  revealed  easy  bruising  since  age  10 
in  her  16-vear  old  sister  (Patient  No.  2).  There  are  5 other 
sisters  and  2 brothers,  none  of  whom  have  history  of  bleeding 
disorders.  The  parents  are  first  cousins. 

The  initial  hematologic  laboratory  evaluation  of  this  patient 
appears  on  Table  I. 

The  patient’s  last  hospitalization  was  in  November  1967 
at  the  University  Hospital  with  severe  bleeding  of  the  gums. 
She  was  given  3 platelet  transfusions  over  a period  of  one 
month.  At  that  time  she  was  found  to  have  anemia  with  a 
hemoglobin  of  8.7  gm/100  ml.  The  Coomb’s  test  was  poátive 
and  the  reticulocyte  count  was  30.1  percent.  Further  tests 
revealed  a variety  of  antibodies,  all  directed  against  specific 
red  cell  groups  (anti  C and  anti  E).  She  was  placed  on  pred- 
nisone and  discharged  22  days  later  with  a hemoglobin  of  12.2 
gm/100  ml  and  a reticulocyte  count  of  7.3  percent.  Since 
then,  several  Coombs’  tests  have  been  negative  and  there  has 
been  no  further  significant  bleeding.  The  hemoglobin  has 
remained  at  around  12  gm/100  ml. 

Physical  examination  has  been  essentially  non  contributory 
except  for  the  presence  of  petechiae  and  ecchymoses  during 
the  episodes  of  active  bleeding  and  a slight  icteric  tinge  during 
the  hemolytic  episode.  There  has  been  no  hepatosplenomegaly. 

Case  2: 

A 16-year  old  negro  female  (sister  of  patient  No.  1)  was 
well  until  the  age  of  10  when  she  experienced  excessive  bleeding 
after  a dental  extraction.  Since  then  she  has  had  several  episodes 
of  severe  spontaneous  bleeding  as  well  as  frequent  oozing  from 
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TABLE  I:  RESULTS  OF  LABORATORY  EVALUATION 


Patient  No.  1 

Patient  No.  2 

Patient  No.  3 

Normal 

Tourniquet  test 

+ 

++ 

+++ 

Negative 

Duke’s  bleeding  time  (min) 

60 

Over  30 

Over  30 

3-5 

Platelet  count/mm3 

213,000 

154,000 

473,000 

150.000 

450.000 

Platelet  morphology 

single. 

single. 

single, 

clumped. 

round 

round 

round 

pleomorphic 

Platelet  clumping 

absent 

absent 

absent 

present 

Whole  blood  clotting  time  (min) 

9 1/2 

10 

8 

6-  14 

Clot  retraction 

+ 

+ 

+ 

++++ 

Prothrombin  time  (sec.) 

12.4 

12.8 

11.4 

11-  14 

Partial  thromboplastin  time  (Kaolin)  (sec.) 
Thromboplastin  Generation  Test  (maximum 

35 

38.4 

27.4 

30-45 

generation  during  first  6’  of  test) 

Normal 

Normal 

Normal 

Normal 

ADP  Aggregation  test 

Negative 

Negative 

Negative 

Positive 

TABLE  II:  SUMMARY  OF  CLINICAL  DATA 

Patient  No.  1 

Patient  No.  2 

Patient  No.  3 

Age  (years) 

20 

17 

3 

Sex 

F 

F 

F 

Age  of  onset  of  bleeding 

7 

10 

1 

Type  of  bleeding 

easy  bruising 

gingivorrhagia 

gingivorrhagia 

gingivorrhagia 

epistaxis 

epistaxis 
skin  lacerations 

Consanguinity 

present 

present 

present 

Affected  family  members 

sister 

sister 

none 

the  gums.  She  related  unusual  skin  sensitivity  to  pressure  and 
history  of  easy  bruisability.  History  of  occasional  epistaxis  and 
arthralgias  was  present.  She  denied  history  of  hemarthroses, 
hematemesis,  meno-metrorrhagia,  hematuria,  or  jaundice.  Hos- 
pitalizations have  never  been  indicated. 

The  initial  laboratory  evaluation  of  this  patient  appears  on 
Table  1.  Her  initial  hemoglobin  was  16.6  gm/100  ml.  It  has 
remained  at  same  level  since.  She  has  required  no  blood  trans- 
fusions and  supplemental  oral  iron  therapy  has  been  adminis- 
tered. 

Physical  examination  was  essentially  non  contributory  ex- 
cept for  some  oozing  detected  from  oral  mucous  membranes 
which  has  persisted  during  the  entire  period  of  follow  up. 
However,  this  has  been  of  no  major  consequence  to  the 
patient. 

Case  3: 

A 3-year  old  mulatto  girl  was  referred  to  hospital  because 


of  uncontrollable  gum  bleeding  after  local  trauma  with  a 
soup  spoon.  The  patient  had  been  in  apparent  good  health, 
without  overt  evidence  of  a bleeding  diathesis  until  age  1 
when  the  mother  first  noticed  easy  bruisability  and  bleeding 
after  minor  trauma.  This  was  initially  manifested  by  frequent 
ecchymoses  and  epistaxis;  the  latter  especially  associated  with 
upper  respiratory  tract  infections.  She  received  symptomatic 
supportive  treatment  for  these  episodes.  In  addition,  a hypo- 
chromic, microcytic  anemia  was  diagnosed  secondary  to  chronic 
blood  loss.  The  patient  had  other  hospitalizations  at  the 
University  Hospital  during  the  last  two  years  for  failure  to 
control  bleeding  after  minor  trauma.  During  her  first  ad- 
mission in  July  1967  fresh  whole  blood  transfusions  were  given. 
During  her  last  admission  in  February  1969,  7 platelet  trans- 
fusions and  3 units  of  fresh  whole  blood  were  required  to 
stop  profuse  epistaxis  and  gastrointestinal  bleeding.  At  that 
time  the  admission  hemoglobin  was  7.4  gm/100  ml.  It  rose 
to  13.2  gm/100  ml.  At  the  time  of  discharge  steroids  were 
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given  for  their  vascular  effect.  Prednisone  5 mg  four  times 
daily  was  employed  initially.  This  was  changed  later  to  15-20 
mg  every  other  day  which  she  has  taken  until  the  present  time. 

Since  February  1969,  the  bleeding  tendency  has  been  stable 
manifested  only  by  occasional  minimal  oozing  from  the  oral 
cavity'.  However,  no  other  major  episodes  have  occurred.  Pred- 
nisone has  been  gradually  tapered  off  during  the  last  several 
months  without  any  deleterious  effects  on  the  patient  nor 
on  her  coagulation  tests. 

A summary  of  clinical  data  on  our  patients  appears  in  Table 
II. 


Results 

Results  of  the  laboratory  studies  performed  in  our 
3 patients  as  well  as  in  a group  of  normal  values 
are  shown  on  Table  I.  The  tourniquet  test  was  positive 
in  the  3 patients  and  negative  as  expected,  in  the  normal 
control.  The  bleeding  time  was  likewise  exaggerated: 
over  30  minutes  in  all  the  patients.  Platelet  counts 
were  all  normal,  however,  the  platelets  were  morpholo- 
gically abnormal.  They  appeared  single  and  uniformly 
round  with  no  aggregation  observed  by  light  or  phase 
microscopy.  The  clot  retraction  was  very  poor  in  all 
patients.  The  whole  blood  clotting  time,  prothrombin 
time,  partial  thromboplastin  time  and  thromboplastin 
generation  tests  were  normal.  Platelets  from  the  3 pa- 
tients failed  to  aggregate  on  addition  of  ADP  in  contrast 
with  the  rapid  aggregation  of  normal  platelets  after 
incubation  with  this  substance. 

We  also  studied  several  relatives  of  our  first  patient 
and  this  data  appears  on  Table  III.  The  family  studies 
were  performed  utilizing  the  laboratory  methods  herein 
described.  These  included  investigation  of  the  peri- 
pheral smear,  tourniquet  test,  bleeding  time,  platelet 
count,  clot  retraction  and  prothrombin  consumption 
in  the  father,  mother,  4 siblings  and  2 nephews  of  pa- 
tient No.  1.  Sister  No.  3 and  one  of  her  sons  (nephew 
No.  1)  had  a prolonged  bleeding  time  and  although 
clumping  of  platelets  was  present  in  the  peripheral 
smear,  many  single  platelets  were  also  observed  in  both 
cases.  Neither  parent  nor  any  of  the  relatives  were 
found  to  suffer  from  thrombasthenia. 


Discussion 

Glanzmann’s  thrombasthenia  is  one  of  the  qualita- 
tive hereditary  disorders  of  platelet  function.  The 
clinical  picture  in  this  condition  is  quite  variable. 
The  hemorrhagic  diathesis  is  often  very  severe,  with 
ecchymoses  since  early  childhood  and  even  infancy. 
Prominent  bleeding  from  mucosal  surfaces,  not  ne- 
cessarily related  to  trauma,  is  frequent.  On  the  other 
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hand,  visceral  hemorrhage  and  hemarthroses  are  rare 
Gingivorrhagia  can  be  dramatic  as  was  seen  in  all  our 
patients.  Postsurgical  bleeding  catastrophes  have  been 
known  to  occur,  and  thus,  the  importance  of  careful 
evaluation  of  patients  prior  to  surgical  intervention. 
Thrombasthenic  patients  usually  bleed  less  as  the 
grow  older.  To  our  knowledge,  this  has  never  been 
adequately  explained. 

Family  history  of  a bleeding  diathesis  is  usually 
present;  and  consanguinity  has  been  reported  by  Larrieu 
et  al  (5)  in  10  percent  of  patients.  The  inheritance 
pattern  is  well  established  as  autosomal  recessive  al 
though  Marx  (6)  has  reported  one  rare  family  with 
history  of  bleeding  in  members  of  3 generations  which 
would  indicate  a dominant  pattern. 

Thrombasthenia  is  diagnosed  only  if  one  has  a high 
degree  of  suspicion  upon  examination  of  the  peri 
pheral  smear.  The  characteristic  round,  uniform  and 
isolated  platelets  are  present  (Figure  1).  They  appear 
distinctly  different  from  normal  platelets  (Figure  2). 
This  finding  should  lead  one  to  suspect,  especially  in 
the  presence  of  bleeding,  the  diagnosis  of  Glanzmann’s 
thrombasthenia.  One  must  examine  the  peripheral 
blood  obtained  directly  from  the  fingertip,  since  smears 
prepared  from  tubes  containing  anticoagulants  wdl 
reveal  single  isolated  platelets  similar  to  those  seen  in 
thrombasthenia. 

The  hereditary  disorders  of  platelet  function  com 
prise  a complex  group  of  abnormalities.  They  are 
generally  divided  in  2 groups:  thrombasthenia  and 
thrombocytopathy  (thrombopathia).  The  latter  may 
be  hereditary  or  acquired  and  is  characterized  by 
variable,  sometimes  bizarre  platelet  morphology  (Figure 
3).  However,  normal  clumping  occurs  as  well  as  normal 
clot  retraction.  Platelet  aggregation  after  incubation 
with  ADP  is  normal.  The  underlying  pathogenesis 
of  this  disease  is  believed  to  be  either  absent  or  defective 
release  of  platelet  factor  3 which  is  normal  in  thrombas- 
thenia. The  differential  features  between  these  disor 
ders  of  platelet  function  are  shown  in  Table  IV 

Progress  in  the  understanding  of  these  disorders  was 
slow  until  1960  when  Hellem  (7)  succeeded  in  isolating 
from  erythrocytes  an  acidic,  easily  dialysable,  heat 
stable  factor  which  produced  rapid  platelet  aggregation 
and  caused  their  fast  adherence  to  glass.  This  factor 
was  subsequently  identified  as  ADP.  Zucker  and  her 
collaborators  (8)  in  1964  demonstrated  that  the  ag- 
gregation of  platelets  by  this  substance  was  absent 
in  patients  with  thrombasthenia.  Phis  finding  esta- 
blished this  disease  as  a well  defined  clinical  bleeding 
disorder.  Thrombasthenia  is  inherited  in  an  autosomal 
recessive  fashion  and  is  characterized  by:  prolongec 
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TABLE  III:  FAMILY  STUDIES 


Tourniquet 

Test 

Smear 

Bleeding 

Time 

Platelet 

Count/mm3 

Clot 

Retraction 

Prothrombin 

Consumption 

Patient  No.  1 

Positive 

No  clumping, 
single,  round 

>30’ 

213,000 

V ery  poor 

20.0” 

Patient  No.  2 

Positive 

No  clumping, 
single,  round 

>60’ 

154,000 

Very  poor 

17.0” 

Father 

Negative 

Normal  clumping 

r 

235,000 

Normal 

44.0” 

Mother 

Negative 

Normal  clumping 

3’  30” 

250,000 

Normal 

31.4” 

Sister  No.  1 

Negative 

Normal  clumping 

3’  30” 

250,000 

Normal 

38.4” 

Sister  No.  2 

N egative 

Normal  clumping 

3’  30” 

253,000 

Normal 

27.2” 

Sister  No.  3 

Negative 

Many  single, 
clumping 

10’  30 

228,000 

Normal 

34.8” 

Brother  No.  1 

Negative 

Normal  clumping 

5’ 

236,000 

Normal 

27.4” 

Nephew  No.  1* 

Negative 

Many  single, 
clumping 

12’ 

336,000 

Normal 

33.0” 

Nephew  No.  2* 

Negative 

Normal  clumping 

6’ 

364,000 

Normal 

51.4” 

* Sons  of  Sister  No.  3 

TABLE  IV:  DIFFERENTIAL  LABORATORY  CRITERIA 


PARAMETERS  THROMBASTHENIA  THROMBOCYTOPATHY 

(Hereditary)  (Hereditary  or  acquired) 


Platelet  morphology 

Uniformly  round 

Variable,  large  bizarre  forms 

Platelet  clumping  on  smear 

None 

Normal 

Platelet  count 

Normal 

Normal  or  low 

Bleeding  time 

Prolonged 

Prolonged  or  normal 

Clot  retraction 

Impaired 

Normal 

Platelet  factor  3 

Normal 

Decreased  or  impaired  release 

ADP  aggregation  test 

No  aggregation 

Normal  aggregation 

bleeding  time  and  poor  clot  retraction  with  normal 
platelet  count  and  deficient  aggregation  of  platelets 
upon  addition  of  ADP. 

As  more  knowledge  has  accumulated  about  platelets 
and  their  physiology,  it  has  become  evident  that 
Glanzmann’s  original  patients  really  represented  the 
first  cases  of  a vast  group  of  diseases  with  different 
underlying  biochemical  mechanisms  - the  non  throm- 


bocytopenic purpuras.  In  recent  years,  several  au- 
thors (9,  10,  11,  12,  13)  have  described  a variety  of 
qualitative  disorders  of  platelet  function  utilizing  va- 
riable criteria  to  arrive  at  their  conclusions. 

What  is  the  pathogenesis  of  this  interesting  disease? 
A diligent  search  for  ultrastructural  morphological 
abnormalities  in  thrombasthenic  platelets  has  been 
carried  out  during  the  last  several  years.  Marx  et  al 
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Figure  1:  Initial  peripheral  smear  on  patient  No.  I.  Note 
the  absence  of  platelet  clumping  as  well  as  their  round  and 
uniform  contour. 


Figure  2:  Normal  peripheral  smear.  Note  the  irregular 
shaped  platelets  which  appear  in  clumps. 


(6)  have  described  various  such  anomalies,  including 
steatosis,  large  mitochondria,  Golgi  vesicles  and  ab- 
normal granules.  On  the  other  hand,  no  alterations 
have  been  observed  in  the  peripheral  platelet  mem- 
brane. These  structural  changes  so  far,  have  not 
given  any  lead  as  to  the  true  pathogenesis  of  the 
disease. 

Gross  et  al  (14)  have  demonstrated  that  thrombas- 
thenic  platelets  have  a low  adenosine  triphosphate 
(ATP)  content.  This  has  been  related  to  defective 
synthetic  pathways  as  for  example,  deficiencies  in 
the  enzymes  glyceraldehyde  phosphate  and  pyruvic 
kinase.  However,  these  findings  have  not  been  uni- 


Figure  3:  Peripheral  smear  of  a patient  with  thrombo- 
cytopathy.  Note  the  large,  bizarre  platelets  which  clump 
as  normal  platelets  do. 


formly  confirmed.  The  addition  of  ATP  and  mag- 
nesium is  known  to  correct  the  clot  retraction  defect 
in  some  test  systems.  However,  other  patients  with 
the  same  clinical  manifestations  and  objective  para- 
meters of  thrombasthenia  show  no  apparent  abnor- 
mality in  glycolysis.  Although  not  a universal  finding, 
it  is  now  reasonably  accepted  as  demonstrated  by 
Nachman  (15)  that  platelet  fibrinogen  is  decreased 
in  platelet  extracts  obtained  from  these  patients  pla- 
telets. This  has  been  incriminated  as  a possible 
etiologic  factor  for  the  faulty  platelet  aggregation 
seen  in  these  patients. 

At  present  the  exact  pathogenesis  of  this  disease 
is  not  clearly  understood.  It  is  presumed  that  it  is  due 
to  an  inborn  error  of  platelet  membrane  structure  which 
renders  thrombasthenic  platelets  unable  to  aggregate 
upon  addition  of  ADP,  leading  to  deranged  platelet 
adsorption,  thus  giving  rise  to  the  clinical  manifestations 
of  the  disease. 

The  therapy  in  thrombasthenia  is  primarily  directed 
towards  the  administration  of  normal  platelet  trails-  ; 
fusions  or  fresh  whole  blood,  collected  in  plastic  i 
bags  for  better  preservation  of  platelet  integrity.  Bleed- 
ing stops  readily  and  transfusions  may  be  life  saving  it 
given  promptly.  Corticosteroids  in  large  and  small 
doses  have  been  utilized  without  predictable  results. 
We  have  used  a small  dose  of  prednisone,  10-15  mg. 
daily,  for  its  vascular  effect  only. 
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Summary 

The  clinical  picture  and  data  on  3 patients  with 
Glanzmann’s  thrombasthenia  is  presented.  This  is 
a rare  bleeding  disorder  characterized  by  a normal 
platelet  count,  prolonged  bleeding  time,  defective  clot 
retraction  and  failure  of  platelets  to  aggregate  upon  ad- 
dition of  adenosine  diphosphate.  The  pathogenesis 
of  this  syndrome  remains  unknown,  but  it  is  strongly 
suspected  that  the  defect  probably  lies  in  the  platelet 
membrane  itself.  The  diagnosis  can  be  suspected 
on  the  peripheral  smear  alone,  if  one  carefully  studies 
platelet  clumping  which  is  absent  in  this  condition. 
When  recognized,  the  disease  can  be  easily  treated 
with  excellent  therapeutic  results.  If  left  untreated, 
however,  it  can  produce  significant  morbidity.  Fatal 
outcomes  may  result  if  the  disease  is  not  recognized 
and  treated  promptly. 

Resumen 

Se  presenta  el  cuadro  clínico  y la  evaluación  llevada 
a cabo  en  tres  pacientes  con  el  diagnóstico  de  trombas- 
tenia  de  Glanzmann.  Este  es  un  síndrome  hemorrá- 
gico  de  rara  ocurrencia  que  se  caracteriza  por  un  contaje 
normal  de  plaquetas,  un  tiempo  de  sangría  prolongado, 
una  retracción  defectuosa  del  coágulo  y falta  de  agre- 
gación de  las  plaquetas  al  añadirle  difosfato  de  adeno- 
sina.  La  patogenia  de  este  síndrome  es  desconocida, 
pero  se  cree  que  la  presencia  del  defecto  reside  en  la 
membrana  misma  de  los  trombocitos.  Si  existe  una 
fuerte  sospecha  sobre  la  condición,  el  diagnóstico 
puede  hacerse  con  un  examen  cuidadoso  de  sangre 
periférica.  Una  vez  reconocida,  la  enfermedad  puede 
ser  tratada  rápidamente  con  transfusiones  de  sangre 
fresca  en  bolsas  plásticas  y con  concentrados  de  pla- 
quetas. Si  no  se  reconoce  o no  se  trata  adecuada- 
mente, la  morbilidad  producida  puede  ser  significativa 
y repercusiones  fatales  pueden  ser  el  resultado  del 
fallo  diagnóstico  y terapéutico. 
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IDIOPATHIC  THROMBOCYTOPENIC 
PURPURA  IN  ADULTS 


As  implied  by  its  name,  the  etiology  of  idiopathic 
thrombocytopenic  purpura  (ITP)  is  entirely  un- 
known. Over  the  years,  enough  evidence  has  accu- 
mulated in  the  medical  literature  (1,  2)  to  show 
that  acute  ITP  is  the  form  of  the  disease  frequently 
and  characteristically  seen  in  childhood.  Several  re- 
ports (3,  4,  5)  have  clearly  demonstrated  that  in 
children,  acute  IIP  is  closely  associated  to  preceding 
non  specific  infections,  usually  of  the  upper  respira- 
tory tract.  it  is  also  well  known  (6,  7,  8)  that 
some  exanthematous  diseases  such  as  rubella,  rubeola 
and  infectious  mononucleosis  may  be  followed  in 
their  convalescent  period  by  short  lasting  thrombo- 
cytopenia. 

On  the  other  hand,  chronic  ITP  has  been  charac- 
teristically more  frequent  in  females  and  comprises 
nearly  60  to  70  percent  of  all  reported  cases  (8,  9,  10). 
A non-specific  illness  preceding  the  onset  of  purpura 
is  rarely  present  and  spontaneous,  curative  remissions 
rarely,  if  ever,  occur  as  they  do  in  acute  ITP.  Even- 
tually, most  of  these  patients  need  splenectomy  in  an 
attempt  to  control  their  disease. 

rhe  management  of  ITP  in  adults  including  the 
use  of  corticosteroids,  splenectomy,  and  other  moda- 
lities of  therapy  has  been  the  subject  of  multiple 
reports  (10,  11,  12,  13).  A retrospective  study  con- 
cerning the  clinical  picture,  response  to  therapy,  and 
analysis  of  the  clinical  data  in  34  cases  of  ITP  seen 
at  the  University  (District)  Hospital  in  San  Juan,  Puerto 
Rico,  constitutes  the  subject  of  this  report. 

Material  and  Methods 

The  medical  records  of  all  the  patients  admitted  to  the 
Department  of  Medicine  of  the  University  (District)  Hospital, 
School  of  Medicine,  from  June  1959  to  June  1967,  with  the 


From  the  Hematology  Section,  Department  of  Medicine 
University  of  Puerto  Rico  - School  of  Medicine  - San  Juan, 
Puerto  Rico. 

This  study  was  supported  by  the  Hematology  Training 
Grant  Tl  AM-5302. 


Enrique  O.  Horta,  MD 
Norman  Maldonado,  MD 
Enrique  Vélez-García,  MD 


diagnosis  of  ITP,  were  reviewed.  All  those  patients  who  had 
thrombocytopenia  for  less  than  six  months  were  considered 
to  have  the  acute  form  of  the  disease.  The  tissue  sections 
of  the  spleen  of  those  patients  who  underwent  splenectomy 
were  reviewed  and  histopathologic  features  of  other  diseases 
which  could  have  accounted  for  thrombocytopenia  were  looked 
for. 

The  platelet  counts  were  performed  by  direct  methods  | 
using  phase  microscopy  and  the  red  cell  counting  chamber. 
The  leukocyte  counts,  hemoglobin  determinations,  Coomb’s 
tests,  total  serum  proteins,  serum  protein  electrophoreses,  sero- 
logical tests  for  syphilis  (VDRL)  and  the  latex  fixation  tests, 
were  performed  according  to  conventional  methods  (14).  The 
lupus  erythematosus  (L.E.)  cell  preparations  were  done  ac- 
cording to  the  method  of  Hargraves  (15),  and  considered 
positive  when  three  or  more  typical  L.E.  cells  were  present 
in  each  preparation.  The  antinuclear  antibody  fluorescence 

test  (ANA)  was  performed  by  the  indirect  method  of  Coons 
(16),  and  considered  positive  when  the  fluorescence  was 
strong  enough  to  be  read  as  1 + to  4 + . The  fluorescence 
patterns  observed  were  of  the  speckled,  diffuse,  and  peri- 
pheral varieties. 

Thrombocytopenia  was  defined  as  a platelet  count  of  less 
than  100,000/cu.  mm.  Response  was  considered  adequate 
when  the  platelet  count  remained  above  100,000/cu.  mm., 
if  the  patient  was  free  of  bleeding  manifestations. 

Criteria  for  the  diagnosis  of  ITP  included  a platelet  count 
of  less  than  100,000/cu.  mm.,  bone  marrow  aspiration  show- 
ing normal  or  increased  number  of  megakaryocytes  observed 
not  to  be  producing  platelets,  or  with  marked  decrease  in 
platelet  production;  normal  leukocyte  and  differential  counts  | 
and  no  recognizable  cause  for  the  thrombocytopenia. 

The  histopathological  findings  in  the  spleen  which  were 
considered  “compatible  with  ITP”  have  been  adequately  des- 
cribed in  the  literature  (17,  18,  19,  20)  and  are  shown  in 
figures  1 and  2.  These  included  sinusoid  dilatation  and/or 
congestion,  hyperplasia  of  the  lymph  follicles,  non-specific 
histiocytosis,  and  absence  of  granulomata,  carcinoma,  heman- 
giomas, lymphoma,  or  other  recognizable  diseases. 

The  criteria  we  have  used  for  the  diagnosis  of  systemic 
lupus  erythematosus  (SLE)  included  involvement  of  at  least 
three  organ  systems,  laboratory  or  histopathologic  confirma- 
tion as  evidenced  by  positive  L.  E.  cell  preparation  and/or 
typical  splenic  or  renal  microscopic  lesions,  positive  ANA 
tests  and  exclusion  of  other  diseases. 

As  suggested  by  others  (21,  22,  23,  24,  25)  we  considered 
the  splenic  microscopic  lesions  “compatible  with  SLE”  when 
there  was  periarterial  fibrosis  and/or  fibrinoid  degeneration 
of  the  penicilliary  or  follicular  arterioles  and  if  hematoxylin 
bodies  were  present. 
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TABLE  Is  CLINICAL  DATA  IN  ADULTS  WITH  ITP 


Clinical  and  Physical  Findings 

Acute  ITP 

Chronic  ITP 

Total 

Percentage 

Number  of  Patients 

14 

20 

34 

Petechiae 

12 

20 

32 

94 

Ecchymoses 

12 

20 

32 

94 

Gingivorrhagia 

8 

10 

18 

53 

Epistaxis 

5 

6 

11 

32 

Prodrome 

6 

4 

10 

29 

Splenomegaly 

3 

6 

9 

26 

Adenopathy 

2 

7 

9 

26 

Arthralgias 

2 

7 

9 

26 

Hematuria 

5 

3 

8 

22 

Hepatomegaly 

1 

6 

7 

20 

Melena 

2 

4 

6 

17 

Arthritis 

2 

4 

6 

17 

Hematemesis 

0 

2 

2 

6 

Cerebral  Hemorrhage 

1 

0 

1 

3 

Hematochezia 

0 

1 

1 

3 

Results 

There  were  29  female  (85  percent)  and  5 male  (15 
percent)  patients  in  our  group.  Their  ages  ranged 
from  13  to  75  years,  with  a mean  age  of  29  years. 
Twenty  nine  were  Caucasian  and  5 negro,  the  latter 
were  all  females.  Of  the  34  patients,  14  (41  percent) 
met  the  criteria  established  for  the  ‘acute  form  of 
the  disease  and  20  (59  percent)  were  ‘chronic’’  cases. 
Two  probably  had  systemic  lupus  erythematosus  (SLE) 
and  two  were  proven  cases  of  the  disease. 

An  antecedent  non-specific  illness,  usually  an  upper 
respiratory  tract  infection,  occurred  within  one  month 
before  the  onset  of  purpura  in  10  patients.  This  oc- 
curred in  6 of  the  14  patients  (43  percent)  with  acute 
ITP  and  in  4 of  the  20  patients  (20  percent)  with  chro- 
nic ITP. 

Table  I presents  a summary  of  the  initial  findings 
in  our  patients.  The  most  frequent  presenting  sign  or 
symptom  was  purpura,  manifested  by  petechiae  and 
ecchymoses  in  over  90  percent  of  the  cases.  Hemarth- 
roses  were  not  present  in  any  of  the  patients.  Signs 
of  intracranial  bleeding  manifested  by  convulsions  and 
coma,  were  described  in  one  patient  who  died  36  hours 
after  admission.  Hepatomegaly  was  present  in  seven 
patients  and  in  only  two  was  there  evidence  ol  chronic 
liver  disease,  most  probably  cirrhosis  by  liver  function 
tests.  None  of  the  latter  two  patients  had  splenomegaly 
or  evidence  of  hypersplenism.  The  spleen  was  palpable 
in  9 patients  (26  percent),  two  had  acute  ITP  and 


seven  chronic  ITP.  Among  the  latter,  two  turned  out 
to  have  SLE.  Lymphadenopathy  was  encountered 
in  17  patients  (50  percent).  Rheumatologic  complaints 
were  part  of  the  clinical  syndrome  in  14  patients  (41 
percent).  Arthralgias  were  present  in  9 patients  and 
frank  arthritis  in  five.  Of  the  former,  two  had  acute 
and  seven  had  chronic  ITP.  Of  the  latter,  four  had 
either  definite  or  probable  SLE,  and  the  other  is  a 
female  who  apparently  had  ITP,  since  she  has  had  no 
further  symptomatology. 

The  initial  laboratory  parameters  are  shown  in  Table 
II.  The  hemoglobin  on  admission  ranged  from  3.0  to 
14.4  gm/100  ml,  with  a mean  value  of  1 1.7  gm/ 100  ml. 
The  initial  platelet  count  varied  from  2,000  to  80.000/ 
cu.  mm,  with  an  average  of  21,000/cu.  mm.  The 
initial  leukocyte  count  ranged  from  4,100  to  18,400/ 
cu.  mm.,  with  a mean  of  10,200/cu.  mm.  Eleven 
patients  had  proteinuria.  Of  these,  3 had  uri- 
nary tract  infection,  3 were  patients  with  SLE,  and  in 
the  remaining  5 the  proteinuria  was  of  uncertain 
significance.  Microscopic  hematuria  was  present  in  5 
patients  with  ITP  and  in  2 of  the  SLE  cases.  None 
had  gross  hematuria.  The  latex  fixation  test  was 
performed  in  six  patients  and  it  was  positive  oidy 
in  one  who  had  definite  SLE.  Hypergammaglobuline- 
mia was  found  in  3 patients,  one  had  definite  SLE, 
the  other  two,  chronic  liver  disease.  In  those  patients 
in  whom  the  total  serum  proteins,  VDRL,  and  Coomb’s 
tests  were  performed,  no  abnormalities  were  found. 
Evidence  of  hemolytic  anemia,  azotemia,  and/or  uremia 
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TABLE  II:  CLINICAL  AND  LABORATORY  DATA  IN  ADULTS  WITH  ITP 


Patients 

Age 

(Yrs.) 

Sex 

Hemoglobin 
(Gml  100  ml) 

WBC  / 

mmJ 

Platelets/ 

3 

mm 

L.E.  Cell 
Prep. 

A N A * 

S D P 

1 - TOP' 

19 

F 

12.4 

7,500 

80,000 

NEG 

2 - MCH 

13 

F 

12.9 

13,000 

24,000 

ND 

3 - MVT 

16 

F 

12.8 

10,100 

205,000 

NEG 

4-MCP 

23 

F 

11.5 

9,000 

13,000 

NEG 

5 - MR  A 

28 

F 

12.0 

7,500 

7,000 

NEG 

NEG  NEG  NEG 

6-MVB 

13 

F 

10.5 

13,800 

16,000 

ND 

7-  ZAF 

14 

F 

10.5 

9,100 

2,000 

NEG 

8 - HMC 

19 

F 

10.6 

8,000 

4,000 

ND 

9- AGE 

23 

F 

11.2 

11,100 

20,000 

NEG 

NEG  NEG  NEG 

10-JOM 

26 

F 

9.7 

12,500 

14,000 

NEG 

11-CRR 

28 

F 

13.6 

5,700 

8,000 

NEG 

12-JMG 

37 

F 

12.1 

16,200 

16,000 

NEG 

13-MOO 

43 

F 

14.0 

8,700 

18,000 

NEG 

14-1HC 

23 

F 

11.3 

18,400 

58,000 

ND 

15-HCF 

13 

M 

12.6 

8.200 

8,000 

NEG 

16-LBV 

14 

M 

12.6 

9,600 

10,000 

ND 

17-CCP  ** 

14 

F 

10.3 

14,600 

3,000 

NEG 

NEG  NEG  NEG 

18-MSH 

15 

F 

10.5 

9,700 

36,000 

NEG 

19-LVN 

16 

F 

13.9 

8.800 

60,000 

NEG 

20-OLC 

18 

F 

8.5 

9,400 

8,000 

NEG 

21-MRN 

20 

M 

14.4 

17,600 

6,000 

NEG 

22-JRB 

21 

F 

11.7 

12,300 

27,000 

NEG 

23-FCO  *** 

21 

M 

3.0 

10,800 

4,000 

NEG 

NEG  4+  4 + 

24-  ECS  ** 

23 

F 

11.8 

7,600 

40,000 

NEG 

NEG  NEG  NEG 

25-  JAA 

24 

F 

9.5 

7,100 

16,000 

ND 

26-  ALR 

41 

F 

10.8 

5,300 

30,000 

NEG 

27- ARR 

43 

F 

11.5 

10,000 

22,000 

ND 

28-  MGP  *** 

53 

F 

9.2 

9,900 

12,000 

NEG 

NEG  4+  4 + 

29  -JRO 

56 

F 

7.8 

4,200 

22,000 

NEG 

30  -ERJ 

24 

M 

7.8 

13,700 

31,000 

NEG 

31- EAR 

43 

F 

14.1 

7,800 

44,000 

NEG 

1 + 1 + NEG 

32  - PFV 

65 

F 

12.9 

8,000 

68,000 

ND 

33-HLP 

69 

F 

6.0 

7,600 

7,000 

ND 

34-RHC 

75 

F 

12.2 

4,100 

6,000 

ND 

Totals  and 

F : 29 

24 

Average 

29 

M:  5 

11.7 

10,200 

21,000 

(All  neg.) 

1 pos  3 pos  2 pos 

ANA 

S 

D 

P 

ND 


Antinuclear  antibody 

Speckled 

Diffuse 

Peripheral 

Not  done 


Cases  1 7 and  24  are  patients  of  probable  SLE. 
Cases  23  and  28  are  patients  with  definite  SLE. 
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was  not  encountered  in  any  of  the  patients. 

The  L.E.  cell  preparation  was  initially  performed, 
at  least  once,  in  10  of  the  acute  ITP  cases  and  in  14 
of  the  chronic  patients,  and  was  negative  in  all. 
There  were  two  patients  with  chronic  ITP  who  de- 
veloped a positive  L.E.  cell  preparation  12  and  24 
months  after  the  diagnosis  of  ITP  was  made  and  11 
and  2 months  respectively,  after  splenectomy  was 
performed.  Thus,  both  patients  were  considered 
to  have  definite  SLE.  The  ANA  was  done  in  7 
patients  and  was  positive  in  three.  Two  of  the 
latter  were  definite  cases  of  SLE  who  showed  4 + 
fluorescence  of  the  diffuse  and  peripheral  staining 
types.  The  remaining  patient  had  chronic  liver  di- 
sease and  ITP,  and  had  a slightly  positive  (1  +)  dif- 
fuse and  speckled  fluorescence  pattern. 

Of  the  15  patients  with  chronic  ITP  who  under- 
went splenectomy,  three  showed  either  periarterial 
fibrosis  or  fibrinoid  degeneration  of  the  splenic  ar- 
terioles. Two  of  these  patients  were  considered  as 
having  definite  SLE  and  the  other  as  having  pro- 
bable SLE.  There  was  another  patient  in  the  chronic 
group  who  failed  to  show  the  characteristic  features 
of  SLE  in  the  splenic  sections,  but  subsequently  de- 
veloped a clinical  picture  compatible  with  probable 
SLE. 

One  of  the  acute  ITP  patients  developed  the  disease 
while  pregnant  and  at  full  term.  She  delivered  a female 
baby  who  also  had  thrombocytopenic  purpura.  The 
thrombocytopenia  in  the  newborn  lasted  nearly  3 
months,  but  no  complications  occurred.  This  patient 
delivered  another  baby  3 years  after  having  ITP,  but 
tlie  newborn  did  not  have  neonatal  thrombocytopenia. 

All  14  patients  with  acute  ITP,  except  one,  received 
therapy  with  corticosteroids.  This  patient  did  not 
have  an  antecedent  illness,  her  initial  platelet  count 
was  80,000/c  u.mm.  and  she  presented  no  bleeding  mani- 
festations. The  response  was  spontaneous  and  occurred 
within  22  weeks  from  the  onset  of  thrombocytopenia 
and  she  has  had  no  recurrence  to  the  present  time. 
The  remaining  thirteen  patients  were  treated  with  pred- 
nisone in  oral  doses  ranging  from  15  to  120  mg.  daily. 

In  order  to  better  evaluate  the  therapeutic  modali- 
ties employed  we  have  divided  our  series  of  patients 
into  three  groups.  Group  I includes  4 patients  with 
acute  1 I P treated  with  less  than  60  mg.  of  prednisone 
daily.  I he  average  daily  dose  of  prednisone  given  was 
20  mg.  All  patients  in  this  group  were  females  and 
none  had  a prodromal  period  preceding  the  purpura. 
The  average  time  elapsed  after  therapy  before  the  plate- 
let count  rose  over  100,000/cu.  mm  was  17.5  days 


with  a range  of  7 to  35  days. 

Group  II  is  composed  of  9 patients  with  acute 
ITP  treated  with  60  mg.  or  more  of  prednisone  daily. 
The  average  daily  dose  of  prednisone  in  this  group 
was  85  mg.  All  9 patients  were  females  and  6 had 
a prodromal  period  prior  to  the  onset  of  purpura. 
The  number  of  days  required  for  the  platelet  count 
to  go  above  100,000/cu.  mm  varied  from  5 to  65 
days,  with  an  average  of  25.3  days.  These  patients 
took  a mean  of  7.8  days  more  to  respond  than  those 
treated  with  a smaller  dose  of  prednisone.  When  both 
groups  are  combined,  response  was  observed  in  an 
average  of  22  days  with  a mean  daily  dose  of  65  mg. 
of  prednisone. 

Group  III  includes  20  patients,  fifteen  females  and 
five  males,  with  chronic  ITP,  all  of  whom  were  treated 
with  variable  doses  of  prednisone.  Fifteen  of  these 
patients  were  eventually  submitted  to  splenectomy 
and  the  results  are  summarized  in  Table  III.  The 
average  daily  dose  of  prednisone  given  prior  to  splenec- 
tomy was  75  mg.  with  a range  of  25  to  120  mg.  Four 
patients  had  a prodromal  period  preceding  the  purpura 
and  the  average  time  for  the  platelet  count  to  rise  over 
100,000/cu.  mm,  at  least  once,  was  nearly  5 months, 
varying  from  11  days  to  23  months.  Splenectomy  was 
performed  from  6 weeks  to  6 years  after  the  diagnosis 
of  ITP  was  made,  with  an  average  of  15.6  months. 
Among  these  patients,  8 were  submitted  to  the  opera- 
tion within  6 to  14  months  after  the  diagnosis  of  ITP. 
Ten  of  the  splenectomized  patients  were  considered 
completely  cured  since  relapses  of  thrombocytopenia 
have  not  occurred  in  a minimum  of  12  and  a maximum 
of  46  months  after  splenectomy.  Of  the  other  5 pa- 
tients who  underwent  splenectomy  3 have  required 


TABLE  III:  RESULTS  OF  SPLENECTOMY 


Percentage 

Total  number  of  patients 

15 

75 

Complete  cure 

10 

67 

Improved 

4 

27 

Overall  Effectiveness 

14 

93 

Failure 

1 

7 

MORBIDITY 

3 

20 

Thrombocytosis 

0) 

Pneumonia 

0) 

Subphrenic  abscess 

0) 
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Figure  1:  Photomicrograph  of  the  spleen  of  patient 

number  15  illustrating  the  normal  splenic  architecture.  The 
arteriole  shows  no  specific  changes.  500  X 


Figure  2:  Photomicrograph  of  the  spleen  of  patient 

number  22.  Striking  “ foamy  \ lipid-laden  histiocytes  are 
present.  i Vo  other  abnormality  was  detected  and  no  syste- 
mic manifestations  of  histiocytosis  were  encountered.  500  X 


intermittent  courses  of  corticosteroid  therapy  in  order 
to  keep  them  free  of  hemorrhagic  manifestations. 
One  of  these  has  also  received  azathioprine  because  of 
intractable  thrombocytopenia.  An  adequate  response 
was  obtained  within  2 weeks  of  immunosuppressive 
therapy.  At  present,  this  patient  is  still  on  this 
medication  and  complications  have  not  occurred.  One 
patient  was  lost  to  follow  up  and  the  remaining  patient 
requires  daily  maintenance  doses  of  prednisone,  10-15 
mg.  in  order  to  maintain  an  adequate  platelet  count. 

Five  patients  with  chronic  ITP  were  not  submitted 


to  splenectomy.  Of  these,  3 were  lost  to  follow  up 
and  one  is  over  70  years  of  age  without  significant 
hemorrhagic  symptoms  in  spite  of  no  therapy.  The 
last  patient  has  chronic  liver  disease  and  maintains 
an  adequate  platelet  count  with  minimal  daily  doses 
of  prednisone. 

The  effectiveness  of  splenectomy  in  this  series  was 
66.6  percent,  of  great  benefit  in  3 additional  patients 
and  in  only  one  case  could  it  be  considered  a failure, 
although  a response  to  azathioprine  was  later  obtained. 
The  morbidity  of  the  operation  was  20  percent  and 
there  were  no  operative  or  post  operative  deaths. 
One  patient  developed  a subphrenic  abscess  post  ope- 
ratively, which  was  treated  conservatively  without  any 
further  complications.  Another  patient  developed 
transient  thrombocytosis  and  atelectasis  of  the  left 
lower  lobe;  she  received  heparin  and  recovered  without 
complications.  A third  patient  developed  pneumonia 
of  the  right  lung,  which  was  successfully  treated. 
In  the  4 patients  who  turned  out  to  be  either  cases 
of  definite  or  probable  SLE.  flareups  of  the  disease 
were  not  noted  during  the  post-splenectomy  (con- 
valescence) period.  The  clinical  picture  remained 
unchanged  until  further  evidence  to  sustain  a diagnosis 
of  SLE  appeared. 

Discussion 

The  response  to  different  modalities  of  therapy 
in  adults  with  ITP  is  unpredictable.  Our  experience 
and  that  of  others  (26,  27)  suggest  that  a significant 
number  of  patients  with  chronic  ITP  initially  present 
a clinical  picture  indistinguishable  from  those  having 
the  acute  form  of  the  disease.  This  sequence  of 
events  was  observed  in  eleven  (32.3  percent)  of  our 
patients.  Thus,  initial  differentiation  of  such  patients 
may  be  difficult  and  the  disease  will  gradually  become 
chronic  as  evidenced  by  relapsing  thrombocytopenia, 
with  or  without  purpura.  As  occurs  in  children,  and 
as  shown  by  our  results,  those  adult  patients  who 

present  with  acute  ITP,  usually  follow  a short  and 
self-limited  course  of  four  to  twelve  weeks. 

In  contrast  to  children,  chronic  ITP  is  more  fre- 
quent in  adults  and  spontaneous  remissions  are  not 
the  rule.  Only  one  of  our  patients  with  acute  ITP 
received  no  therapy.  Her  response  was  spontaneous, 
however,  was  not  obtained  until  twenty  two  weeks 
had  elapsed  from  the  onset  of  the  illness.  For  this 
reason,  corticosteroids  seem  to  have  a more  definite 
place  in  the  early  treatment  of  ITP  in  adults.  On 
the  other  hand,  two  children  with  ITP  treated  at  the 
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University  Hospital  and  reported  elsewhere  (28)  re- 
ceived no  therapy  and  responded  within  seventeen 
days  from  the  onset  of  symptoms. 

Our  experience  suggests  that  in  adults,  once  the 
diagnosis  is  established,  ITP  can  be  managed  effectively 
with  prednisone  at  a daily  dose  of  60  to  100  mg. 
Thereafter,  the  patient  should  be  placed  under  close 
observation  for  a period  of  six  to  twelve  weeks  with 
frequent  platelet  counts.  Blood  transfusions  are  only 
indicated  if  there  is  significant  anemia.  Platelet  trans- 
fusions should  be  given  only  if  there  are  persistent 
bleeding  manifestations.  Nearly  60  to  70  percent' 
of  patients  will  have  a satisfactory  initial  response 
and  one  is  able  to  taper  steroids  down  progressively 
within  the  ensuing  three  or  four  months,  however, 
if  a relapse  occurs,  another  trial  with  corticosteroids 
is  indicated.  If  there  is  no  response  or  if  throm- 
bocytopenia reccurs  again,  splenectomy  should  be  per- 
formed. As  in  our  experience,  six  months  or  more 
usually  elapse  from  the  onset  of  the  disease  un- 
til splenectomy  is  performed.  If  intractable  hemorr- 
hages occur  which  endanger  the  patient’s  life  or  in  the 
presence  of  signs  of  intracranial  bleeding,  urgent  sple- 
nectomy is  mandatory.  Thrombocytosis  in  the  post- 
operative period  may  occur  and  it  has  been  our  practice 
to  anticoagulate  such  patients  with  heparin  if  platelet 
counts  surpass  one  million/cu.  mm.,  in  an  attempt 
to  avoid  thrombotic  phenomena. 

A paradoxical  thrombopenic  effect  of  sustained 
corticosteroid  therapy  has  been  reported  (29)  and 
this  was  noted  in  three  of  our  patients.  It  was 
not  until  the  steroids  were  tapered  down  that  a rise 
in  the  platelet  count  was  observed.  The  exact  me- 
chanisms to  account  for  this  phenomenon  are  unknown. 
However,  its  occurrence  should  be  borne  in  mind  by 
those  involved  in  the  treatment  and  care  of  patients 
with  ITP. 

As  shown  by  our  patients,  a small  group  will  not 
usually  respond  to  splenectomy  and  may  even  become 
resistant  to  further  corticosteroid  therapy.  In  these 
instances,  other  immunosuppressive  drugs  deserve  a 
therapeutic  trial.  The  outcome  of  this  modality  of 
therapy  is  unpredictable,  however,  results  reported 
by  others  (30,  31)  in  the  treatment  of  autoimmune 
■ diseases  with  these  drugs  seem  rather  encouraging. 
It  must  be  stressed  that  these  medications  are  poten- 
tially dangerous  and  toxic  to  man  and  that  their  use 
should  certainly  be  limited  to  patients  under  strict 
' clinical  and  laboratory  supervision  by  experienced  phy- 
sicians. 

In  recent  years  the  immunologic  aspects  of  ITP 


have  been  popularized  by  many  authors  (13,  26,  27, 
32).  The  evidence  to  demonstrate  that  ITP  is  an 
immunologic  or  autoimmune  disease  rests  in  the  fact 
that  in  about  50  to  75  percent  of  the  cases  a throm- 
bocytopenic factor  in  plasma  is  present  (27,  33, 
34).  Thrombocytopenia  of  variable  degree  can  be 
produced  when  their  plasma  is  infused  into  normal 
recipients.  It  is  known  that  this  thrombocyto- 
penic factor  can  cross  the  placental  barrier  since  chil- 
dren bom  from  mothers  who  have  or  had  ITP  invaria- 
bly show  thrombocytopenia  at  birth  (34).  Such 
factor  is  believed  to  be  an  antibody  of  the  7S  immuno- 
globulin type  (35).  Also,  isosensitization  and  anti- 
platelet antibodies  can  be  induced  in  any  patient  who 
receives  multiple  blood  or  platelet  transfusions  (36) 
and  these  antibodies  are  known  to  behave  in  a similar 
manner  as  the  ITP  factor  (35).  Furthermore,  immuno- 
suppressive agents  have  been  used  successfully  in  some 
patients  with  chronic  ITP  (30,  31).  All  these  consider- 
ations favor  the  theoretical  immunologic  pathogenesis 
of  this  disease.  Whether  this  antibody  is  specific  or 
non-specific  in  its  origin  is  not  known.  As  stated 
by  other  authors  (37,  38)  the  fact  that  thrombocytope- 
nia may  occur  in  other  diseases  with  altered  immunolo- 
gic mechanisms  in  which  autoantibodies  have  been  de- 
monstrated suggests  that  the  antibodies  present  in  ITP 
may  be  produced  by  an  autoimmune  mechanism. 

Several  studies  (34,  35,  39)  in  acute  ITP  have 
suggested  that  a non  specific  antigen  may  become 
bound  to  platelets  rendering  them  antigenic,  thus 
elliciting  antibody  production.  Platelet  trapping  would 
then  occur  in  the  reticulo-endothelial  system  (RES) 
with  the  concomitant  peripheral  thrombocytopenia. 
This  seems  to  be  the  case  as  shown  by  radioactive 
survival  studies  and  demonstration  of  platelet  seques- 
tration by  the  spleen  and  liver  (27,  32).  Apparently 
the  stimuli  for  antibody  production  is  transitory  and 
probably  non-specific.  If  this  is  the  situation,  the 
thrombocytopenia  should  be  short-lasting  and  self  li- 
mited. It  is  well  known  that  acute  ITP  in  children 
is  closely  associated  to  preceding  non-specific  infections, 
mostly  viral,  and  that  the  exanthematous  diseases  of 
childhood  may  be  followed  by  short-lasting  thrombo- 
cytopenic purpura  usually  in  their  convalescence  period 
(6,  7).  Other  studies  have  shown  that  viruses  may  be 
responsible  for  thrombocytopenia  and  that  they  may 
induce  megakaryocytic  damage.  These  findings  strongly 
suggest  that  acute  ITP  is  probably  induced  by  a virus 
through  the  induction  of  antiplatelet  antibodies.  In 
addition,  acute  ITP  rarely  if  ever,  is  associated  to  other 
diseases  of  altered  immunity  (40). 
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In  chronic  ITP,  however,  the  production  of  anti- 
bodies goes  on  for  obscure  reasons  which  so  far  have 
remained  unknown.  As  in  our  series  and  those  of 
adult  patients  reported  by  others  (41,  42,  43)  there 
seems  to  be  a close  relationship  with  SLE  whether  or 
not  this  diagnosis  is  made  before  or  after  splenectomy. 

\ similar  picture  has  been  described  (37)  in  association 
with  other  diseases,  mainly  the  lymphoproliferative 
disorders.  Thus,  this  disease  has  been  proposed  by 
Dameshek  and  Baldini  (26,  27)  as  a different  disease 
entity  from  acute  ITP. 

It  has  been  well  established  that  in  chronic  ITP 
the  thrombocytopenia  may  persist  after  splenectomy, 
therefore,  it  seems  reasonable  to  postulate  that  factors 
other  than  splenic,  play  an  important  role  in  patients 
suffering  the  chronic  form  of  the  disease.  Cohen  (32) 
and  Baldini  (27)  have  demonstrated  that  lightly  sensi- 
tized platelets  are  rapidly  removed  from  the  circulation 
by  the  spleen,  whereas  strongly  sensitized  platelets 
were  removed  mostly  by  the  liver.  These  findings 
could  explain  the  chronicity  of  the  disease  in  post- 
splenectomized  patients. 

On  the  basis  of  these  concepts,  therapeutic  approa- 
ches for  ITP  have  been  directed  toward  the  immuno- 
logic aspects  of  the  disease.  Corticosteroids  and  other 
immunosuppressive  agents  improve  the  condition  not 
by  promoting  platelet  production  by  the  megakaryo- 
cytes, but  by  decreasing  the  antibody  production  rate 
of  the  reticulo-endothelial  system.  That  splenectomy 
could  be  a failure  when  there  is  more  active  platelet 
sequestration  in  the  liver  than  in  the  spleen  has  not  been 
proven  (26,  27,  35).  The  feasibility  of  the  operation 
should  not  be  decided  on  these  grounds,  but  rather 
based  on  the  clinical  course,  recurrence  of  thrombo- 
cytopenia, and  consideration  of  complications  that 
might  ensue  if  the  patient  is  not  treated  promptly. 

It  cannot  be  overemphasized  that  the  diagnosis 
of  ITP  is  one  of  exclusion  and  that  it  may  represent 
a symptomatic  form  of  other  disease  entities.  A 
complete  clinical  history,  careful  physical  examination, 
adequate  bone  marrow  aspiration,  and  peripheral  blood 
smear  examination  are  of  crucial  importance.  The 
patients  work  up  is  not  complete  until  one  has 
performed  frequent  L.E.  cell  preparations,  antinuclear 
antibody  tests,  and  searched  for  other  immunologic 
abnormalities.  In  patients  undergoing  splenectomy, 
histopathologic  features  of  SLE  and  other  diseases 
of  the  spleen  should  be  sought.  The  differentiation 
of  the  acute  from  the  chronic  form  of  ITP  may  be  a 
strong  test  for  the  physician’s  diagnostic  acumen  and 
deserves  all  his  effort,  since  important  implications 


and  conclusions  regarding  prognosis,  curability  and 
management  of  the  disease  are  based  on  this  dis-  j 
tinction. 

Summary 

The  medical  records  of  34  adults  with  ITP  were  , 
reviewed  in  regards  to  the  clinical  course  and  effective- 
ness of  therapy  with  corticosteroids,  splenectomy,  and 
immuno-suppressive  drugs.  Fourteen  patients  had  acute 
ITP,  all  were  females  and  one  gave  birth  to  a newborn 
who  was  found  to  have  neonatal  thrombocytopenic 
purpura.  One  patient  received  no  therapy  and  recovered 
spontaneously  within  six  months.  The  remaining  pa- 
tients were  treated  with  prednisone.  All  had  an 
adequate  response  within  three  or  four  weeks.  Intra- 
cranial bleeding  and  death  was  observed  only  in  one 
patient.  Three  patients  showed  a paradoxical  thrombo- 
penic  effect  while  on  steroids  and  all  responded  well, 
when  they  were  tapered  down.  The  results  of  our 
series  suggest  that  adult  patients  with  acute  ITP  be- 
have similarly  to  children  with  the  acute  form  of  the 
disease. 

Twenty  patients  had  chronic  ITP.  Fifteen  were  fe-  1 
males  and  five  were  males.  Fifteen  patients  underwent 
splenectomy  which  was  successful  in  ten.  It  was 
greatly  beneficial  to  four  others.  Two  patients  who 
started  out  with  chronic  ITP  evolved  into  definite 
SLE  and  two  have  had  symptomatology  compatible 
with  probable  SLE.  This  represents  a probable  inci- 
dence of  SLE  in  this  series  of  11.6  percent. 

The  immunologic  aspects,  clinical  differentiation, 
and  relationship  to  other  diseases,  as  well  as  consi- 
derations in  relation  to  management  of  ITP  in  adults 
are  reviewed. 

Resumen 

Los  expedientes  clínicos  de  34  adultos  con  púr- 
pura trombocitopénica  idiopática  (PTI)  fueron  repasa- 
dos para  evaluar  el  curso  clínico  y la  efectividad  de 
la  terapia  con  corticoides,  esplenectomía  y drogas 
inmunosupresivas.  Catorce  pacientes  tuvieron  PTI 
aguda  y todos  fueron  mujeres.  Una  paciente  embara- 
zada tuvo  un  niño  con  púrpura  trombocitopénica 
neonatal.  Una  paciente  no  recibió  tratamiento  y 
recobró  espontáneamente  en  6 meses.  Los  demás 
pacientes  recibieron  prednisona  y todos  respondie- 
ron en  3 a 4 semanas.  Hemorragia  intracraneal  con 
muerte  del  paciente  se  observó  en  un  solo  caso.  Tres 
pacientes  que  persistieron  con  trombocitopenia  mien- 


Bol.  Asoc.  Méd.  P.  Rico 
Marzo  1970 


ITP  in  Adults 


99 


tras  recibían  dosis  altas  de  prednisona  recobraron 
cuando  se  disminuyó  la  dosis  de  corticosteroides. 
Estos  resultados  obtenidos  en  adultos  con  PTI  aguda 
son  similares  a los  de  niños  con  PTI  aguda. 

Veinte  pacientes  tuvieron  PTI  crónica.  Quince 
eran  mujeres  y cinco  varones.  Se  les  hizo  esplenec- 
tomía  a 15  y ésta  fue  exitosa  en  10  y de  gran  bene- 
ficio en  otros  4.  Dos  pacientes  desarrollaron  lupus 
eritematoso  sistémico  (LES)  y otros  dos  tienen  sin- 
tomatología  sugestiva  de  ésta.  La  incidencia  de  LES 
en  este  estudio  fue  de  11.6  porciento. 

Se  discutieron  los  aspectos  inmunológicos,  el  diag- 
nóstico diferencial  y las  relaciones  con  otras  enfer- 
medades, así  como  el  manejo  de  PTI  en  adultos. 
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CARTA  A LA  REDACCION 


Nuestro  artículo  sobre  digitalizacion  en  pediatría 
(Boletín  Asociación  Médica  de  Puerto  Rico,  Volumen 
62,  Núm.  1 páginas  13-14,  de  enero  de  1970),  contiene 
información  que  deseamos  ampliar  para  poner  fin 
a un  equívoco. 

Las  dosis  de  sostén  de  la  Digoxina  y de  la  Digi- 
toxina  per  os  son  perfectamente  las  que  se  indican 
en  aquel  bosquejo  terapéutico,  pero  convendría  in- 
sistir en  que  la  dosis  básica  de  sostén  es  la  décima 
parte  de  la  dosis  total  de  digitalizacion  para  cada 
una  de  esas  drogas,  dos  veces  al  día  en  el  caso  de 
la  digoxina,  diaria  nada  más  cuando  se  trata  de  la 
digitoxina. 

Algunos  autores  recomiendan  una  dosis  doble  de 
sostén  para  los  casos  en  que  las  dosis  corrientes  no 
mantienen  un  efecto  digitálico  satisfactorio.  Así  lo 
indica  Engle  en  el  artículo  suyo  que  citábamos  como 
referencia. 

Ahora  bien,  siempre  se  iniciará  el  tratamiento  de 
sostén  con  la  dosis  básica.  Eso  se  sobreentiende, 
pero  nuestro  artículo  no  lo  recalcó  como  es  debido. 
Cuando  haya  que  recurrir  a una  dosis  doble  de  sostén 
—lo  cual  sucederá  muy  excepcionalmente—  se  vigilará 
su  acción  con  mayor  cuidado  todavía,  al  acecho  de 
los  signos  tóxicos  de  la  digital. 


Resumiendo: 

TABLA 

DOSIS  DE  SOSTEN  A LARGO  PLAZO  DE 
LOS  DIGITALICOS  EN  PEDIATRIA 


Digitálico 

Dosis  de  sostén 

Cedil  anida 

No  se  emplea 

Digoxina  P.  0. 

1/10  b.  i.  d. 

excepcionalmente  1/5  b.  i.  d. 

Digitoxina  P.  0. 

1/10  diaria 

excepcionalmente  1/5  diaria 

Muy  atentamente, 


Amalia  Martínez  Picó,  MD 
Catedrática  Asociada  de  Pediatría 
Directora  Sección  Cardiología 
Pediátrica 

Manuel  Soto  Viera,  MD,  MPH 
Director,  Oficina  Pediatría  Regional 
Hospital  Universitario 
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INTRACRANIAL  ANEURYSMS 

Sudden  agonizing  headache  with  rapid  loss  of  consciousness  is  characteristic  of  rupture  of  an 
intracranial  aneurysm.  Yet  consciousness  need  not  be  lost  and  onset  need  not  be  sudden. 

This  creates  a diagnostic  dilemma  for  the  physician.  Should  every  headache  patient  be  suspected 
of  intracranial  bleeding?  Should  every  headache  patient  have  a spinal  tap?  Should  every  headache 
patient  have  angiographic  studies?  Ideally,  from  the  academic  standpoint,  the  answer  is  yes ; but  prac- 
tically, the  answer  is  obviously  no. 

How  then  is  one  to  decide  whom  to  suspect  of  subarachnoid  hemorrhage,  whom  to  subject  to  spinal 
tap.  on  whom  to  do  angiography? 

The  criteria  are  quite  simple.  Any  headache  which  is  followed  by  nuchal  pain  and  any  degree  of 
nuchal  resistance  to  movement  should  be  suspected  of  subarachnoid  bleeding  and  should  havea  spinal 
tap.  If  the  spinal  fluid  is  clear,  the  fluid  must  be  examined  immediately  for  cremated  red  blood  cells. 
If  examination  of  the  fluid  is  delayed  20  to  30  minutes,  fresh  red  cells  may  become  cremated.  Cre- 
mated red  blood  cells  when  found  in  fresh  cerebro  spinal  fluid  indicates  mild  intracranial  bleeding. 
Finding  xanthocrhomic  fluid  will  indicate  previous  subarachnoid  hemorrhage. 

To  differentiate  a suspected  traumatic  tap  from  a truly  bloody  tap  immediate  centrifuging  will  drop 
the  cellular  elements  and  leave  a supernatant  fluid;  xanthochromia,  of  course,  indicating  previous 
bleeding.  Therefore,  the  finding  of  cremated  red  blood  cells  or  xanthochromia  is  indication  for  angio- 
graphy. 

Here  we  must  insert  a word  of  warning  regarding  spinal  taps.  There  are  some  cases  of  sudden  onset 
of  headache  where  bleeding  may  not  be  subarachnoid  but  intracerebral , either  due  to  rupture  of  a 
deep  aneurysm  or  other  vascular  anomaly,  or  bleeding  into  a tumor.  In  either  case  there  may  be 
nuchal  resistance  due  to  herniation  of  the  uncus  into  the  tentorial  notch  or  the  cerebellar  tonsils 
into  the  foramen  magnum.  In  these  cases  spinal  tap  will  result  in  decreasing  the  hydrostatic  pressure 
below  in  the  spinal  canal  and  will  allow  the  increased  intracerebral  pressure  to  further  force  the  uncus 
against  the  midbrain  or  the  cerebellar  tonsils  against  the  brainstem  resulting  in  quick  death. 

To  avoid  this  tragedy  and  future  medico-legal  disaster  the  eyegrounds  should  first  be  examined 
for  signs  of  papilledema.  If  found,  angiography  is  indicated  and  not  a spinal  tap. 

Once  the  diagnosis  of  subarachnoid  bleeding  is  confirmed,  the  patient  remains  on  complete  bed 
rest  without  bathroom  privileges  and  is  to  be  sedated.  The  neurosurgeon  then  must  decide  when 
to  do  an  angiogram.  This  will  mostly  depend  on  the  patient's  state  of  consciousness.  The  more 
conscious  the  patient  is,  the  safer  it  is.  Doing  an  angiogram  on  an  unconscious  patient  is  not  only 
adding  more  damage  to  an  already  traumatized,  congested  and  irritated  brain,  but  is  actually  of  no 
practical  value,  since  surgery  on  such  a patient  is  practically  always  fatal. 

Several  years  ago  at  a meeting  of  the  Harvey  Cushing  Society  in  Chicago  attended  by  more  than 
800  neurosurgeons  a leading  neurosurgeon,  who  delivered  a paper  on  aneurysms,  asked  who  in  the 
audience  would  operate  on  an  unconscious  patient  with  subarachnoid  bleeding  due  to  an  aneurysm. 
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Only  one  man  raised  his  hand  and  his  results  proved  100  percent  fatal. 

There  is  this  exception  however:  and  that  is  the  patient  with  papilledema  in  whom  an  intra- 
cerebral clot  is  suspected.  Immediate  angiography  is  not  only  indicated,  but  if  positive,  surgery 
to  evacuate  the  clot  usually  must  be  done  no  matter  whahthe  state  of  consciousness  is. 

In  general  the  optimum  time  for  surgery  in  aneurysms  is  between  the  eighth  to  the  fourteenth 
day.  Usually  by  that  time,  the  patient  is  more  conscious  and  the  tear  in  the  aneurysm  will  have 
strengthened  or  closed  with  clot  or  early  fibrosis.  Delaying  longer  may  subject  the  patient  to  a 
second  hemorrhage  which  frequently  occurs  towards  the  end  of  the  third  week. 

At  surgery  urea  or  mannitol  is  generally  used  to  shrink  the  brain,  giving  more  room  to  work 
with  less  retraction  necessary.  Hypotension  is  now  preferred  to  hypothermia  in  most  cases.  The 
aneurysm  is  then  preferably  obliterated  by  placing  a clip  on  the  neck.  If  that  is  not  possible  because 
of  too  broad  a neck,  it  may  be  coated  in  special  plastic  material  or  wrapped  in  muslin  with  muscle 
stamps  against  the  aneurysm.  If  none  of  these  is  possible,  the  aneurysm  is  trapped  by  placing  a 
clip  at  the  distal  and  proximal  ends  of  the  artery  from  which  the  aneurysm  arises.  This  fs  least 
desirable  because  of  possible  hemiplegia  resulting  from  blood  deprivation  if  the  Circle  of  Willis  is 
hypoplastic  making  blood  flow  from  the  opposite  side  less  than  the  minimal  essential  for  neuronal 
survival. 

In  some  instances  when  the  aneurysm  neck  is  very  broad  and  is  situated  on  an  artery  where  plastic 
or  muslin  envelopment  is  not  possible,  like  an  aneurysm  of  the  basilar  artery,  the  chest  surgeons 
may  be  called  in  to  open  the  chest  and  stop  heart  action  for  two  or  three  minutes  while  the  neuro- 
surgeon can  then  place  a large  clip  on  the  now  flaccid  aneurysm  base  with  no  fear  of  rupture.  More 
recently  fine  electrodes  have  been  slipped  into  the  heart  thru  the  jugular  vein  and  ventricular  fibrilla- 
tion produced  for  a short  period  to  give  the  neurosurgeon  the  precious  two  to  three  minutes  neces- 
sary to  deal  with  a zero  pressure  aneurysm. 

Most  important  to  the  neurosurgeon  is  to  have  an  excellent  rapport  with  the  patient’s  family. 
They  must  be  told  of  the  ever  present  imminence  of  sudden  death  due  to  hemorrhage  before  or 
during  surgery.  They  must  know  why  the  neurosurgeon  waits  to  do  angiography  and  why  he  waits 
to  do  surgery  after  the  diagnosis  is  established.  They  must  know  the  possible  morbidity  incident 
to  surgery:  ocular  palsy,  hemiplegia,  mental  change,  and  so  on.  They  must  know  why  some  aneu- 
rysms are  considered  inoperable  and  why  some  are  treated  by  ligation  of  the  internal  carotid  artery 
only.  And  they  must  know  the  hazards  of  refusing  surgery.  But  they  must  also  know  that  if  the 
aneurysm  is  accessible,  that  a permanent  cure  is  possible. 

In  this  relationship  with  the  family,  the  referring  physician  can  be  of  inestimable  help  in  trans- 
fering  responsibility  and  confidence  from  himself  to  the  neurosurgeon.  When  discussing  the  “vaga- 
ries” of  the  aneurysm  problem  with  the  family  he  should  first  have  full  awareness  of  the  particular 
problems  and  the  particular  difficulties  that  his  particular  patient  presents  to  the  neurosurgeon. 

Too  often  in  trying  to  build  up  the  hopes  of  the  family,  the  referring  physician  makes  premature 
promises;  or  conversely,  may  make  the  picture  appear  too  hopeless. 

Finally,  we  must  keep  in  the  back  of  our  minds  that  periodic  occipito-cervical  pain  and  all  head- 
aches coming  on  suddenly  may  be  due  to  subarachnoid  bleeding,  but  perhaps  more  important  to  re- 
member is  that  mild  subarachnoid  bleeding  may  simulate  cervical  and  suboccipital  myositis. 


Nathan  Rifkinson,  MD 


ACTUALIDADES  MEDICAS 


NATIONAL  HEART  AND  LUNG  INSTITUTE 

Nearly  a fourth  of  initial  non-fatal  heart  attacks 
occurring  in  the  National  Heart  and  Lung  Institute’s 
Heart  Disease  Epidemiology  Study  population  of  Fra- 
mingham, Massachusetts  were  unrecognized  hy  both 
the  patient  and  his  private  physician,  and  these  un- 
recognized infarctions  posed  the  same  threat  of  sub- 
sequent infarction  and  death  as  recognized  attacks. 

I hese  findings  are  reported  in  the  journal  Geriatrics 
for  January  1970,  by  Dr.  William  B.  Kannel  and  Miss 
Patricia  M.  McNamara  of  the  Framingham  Study,  Dr. 
I'homas  R.  Dawber  of  the  Boston  University  School 
of  Medicine,  and  Dr.  Manning  Feinleib  of  the  Field 
Epidemiological  Research  Section  of  the  National  Heart 
and  Lung  Institute. 

An  unrecognized  or  silent  infarction  was  considered 
to  have  occurred  in  a subject  whose  medical  history 
showed  that  neither  he  nor  his  physician  had  considered 
the  possibility  of  a heart  attack,  but  whose  routine 
biennial  ECG  proved  that  an  infarction  had  occurred 
during  the  two  years  since  his  previous  ECG. 


About  hall  ot  these  unrecognized  heart  attacks  were 
entirely  “silent”  or  painless,  making  no  memorable 
impression  on  the  mind  of  the  subject  at  the  time. 
The  remainder  produced  symptoms  so  mild  or  other- 
wise atypical  as  to  be  confused  with  another  ailment 
such  as  gallbladder  disease,  peptic  ulcer,  or  hiatus 
hernia. 

Unrecognized  infarction  had  the  same  serious  prog- 
nosis with  respect  to  recurrent  infarction  and  death 
as  recognized  infarction;  within  five  years  one  in  three 
of  each  kind  recurred,  and  half  the  recurrences  were 
fatal. 

The  scientists  state  that  a high  index  of  suspicion 
is  essential  in  detecting  the  “surprisingly  common” 
unrecognized  heart  attack.  Frequent  periodic  use  of 
the  ECG  is  presently  the  only  practical  way  of  detect- 
ing the  truly  silent,  or  painless,  infarction;  and  they 
urge  its  routine  use  especially  in  persons  with  traits 
such  as  diabetes,  ECG  abnormalities,  and  hypertension 
which  are  known  to  increase  the  risk  of  heart  attack. 

Reproduced  from  U.  S.  Department  of  Health,  Education 
and  Welfare  News  Release,  Bethesda,  Maryland.  Jan.  27,1970. 
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POST  GRADUATE  COURSE 

We  quote  letter  received  from  the  Veterans  Adminis- 
tration Hospital,  Northport,  Long  Island,  for  those  inter- 
ested in  a three-day  Post  Graduate  Course  to  be  held  there: 

“This  letter  is  in  reference  to  a three-day  Post  Graduate 
Course  to  be  held  at  the  Veterans  Administration  Hospital, 
Northport,  Long  Island,  New  York  on  June  11,  12  and  13, 
1970.  The  title  of  the  course  is  Current  Concepts  in  the 
Diagnosis  and  Management  of  Acute  and  Chronic  Pulmonary 
Diseases.  Sponsors  and  co-sponsors  of  this  course  are  the 
Veterans  Administration  Hospital,  the  State  University  of 
New  York  at  Stony  Brook  and  the  American  College  of 
Chest  Physicians. 

There  are  four  major  clinical  teaching  hospitals  partici- 
pating in  this  Post  Graduate  Course  and  they  are  as  follows: 
Meadowbrook  Hospital,  Long  Island  Jewish  Medical  Center, 
North  Shore  Medical  Center  and  Queens  Triboro  Medical 
Center;  all  of  these  hospitals  are  located  in  Long  Island. 

We  would  like  to  request,  if  it  is  at  all  possible,  the  names 
in  your  society  of  the  following: 

1.  General  Practitioners 

2.  Internists  practicing  Pulmonary  Medicine 

3.  Anesthesiologists 

Our  purpose  in  doing  so  is  to  extend  to  these  individuals 
an  invitation  to  the  Post  Graduate  Course  and,  as  such,  that 
we  might  put  them  on  our  mailing  list  for  the  forthcoming 
conference. 

Sincerely  yours, 

(Sgd.)  0.  S.  Cunanan,  MD 

Program  Director 

CONGRESO  MEDICO  SOCIAL  PANAMERICANO  Y CON- 
FERENCIA DE  EDUCACION  MEDICA  EN  BOLIVIA. 

La  Confederación  Médica  Panamericana  y la  Confederación 
Médica  Sindical  de  Bolivia  realizarán  en  la  ciudad  de  La  Paz, 
Bolivia,  el  XI  Congreso  Médico  Social  Panamericano  y la  Con- 
ferencia Regional  Latinoamericana  de  Educación  Médica,  en 
octubre  20  al  28  de  1970. 

La  Confederación  Médica  Panamericana  es  una  entidad 
no  gubernamental,  fundada  en  1946,  que  agrupa  a las  asocia- 
ciones médicas  de  las  Américas,  y que  desde  1951  cuenta 
con  el  reconocimiento  oficial  de  la  Organización  Panamericana 
de  la  Salud  (OPS/OMS). 

El  Congreso  Médico  Social  Panamericano  tratará  los  temas: 

1.  Código  de  Trabajo  del  Médico  Americano. 

2.  Criterio  Latinoamericano  sobre  la  Socialización  de  la 
Medicina. 

3.  Hambre,  salud  y desarrollo. 


La  Conferencia  Regional  Latinoamericana  de  Educación 
Médica  tendrá  como  tema  general:  LA  FORMACION  DEL 
MEDICO  DEL  FUTURO.  EDUCACION  MEDICA  Y NECE- 
SIDADES DE  SALUD. 

Esta  reunión  habrá  de  servir  como  preparatoria  de  la  IV 
Conferencia  Mundial  sobre  Educación  Médica,  que  organiza 
la  Asociación  Médica  Mundial  para  tener  lugar  en  Copen- 
hague, Dinamarca,  en  septiembre  de  1972. 

Los  temas  y subtemas  de  la  Conferencia  Regional  son: 

1.  Necesidades  de  salud  de  las  comunidades  latinoameri- 
canas como  factor  condiconante  de  la  Educación  Médica. 

1.1  Doctrina  y política  para  la  determinación  de  las 
necesidades  de  salud  y de  la  educación  médica. 

1.2  Bases  metodológicas  para  objetivar  las  necesidades 
de  salud  que  gravitan  en  la  orientación  de  la  Edu- 
cación Médica. 

2.  Organización  del  Cambio.  (Direcciones  y etapas  del 
proceso  para  lograr  la  adecuación  y actualización  diná- 
mica de  la  Educación  Médica  a las  cambiantes  necesida- 
des de  salud  en  América  Latina). 

2.1  La  adaptación  de  la  Escuela  Médica  a su  medio.  El 
técnico  que  forma. 

2.2  La  adaptación  de  la  Escuela  Médica  a su  medio.  El 
2 proceso  para  la  formación  del  técnico. 

3.  Técnicas  de  Evaluación. 

Habrá  oportunidad  para  la  presentación  de  trabajos  ori- 
ginales sobre  temas  libres  en  la  penúltima  tarde  de  la  Con- 
ferencia. 

Tanto  en  el  Congreso  Médico  Social,  como  en  la  Con- 
ferencia Regional  podrán  participar  no  solamente  los  médicos 
y representantes  de  la  profesión  médica,  educadores  médicos 
y estudiantes  de  medicina,  sino  también  los  demás  integrantes 
del  equipo  de  salud,  ministerios  de  salud,  escuelas  de  medicina 
e instituciones  de  seguridad  social  del  continente. 

Las  informaciones  sobre  el  Congreso  Médico  Social  Pana- 
mericano pueden  solicitarse  a: 

Dr.  Néstor  Orihuela  Montero 
Presidente  del  Comité  Organizador 
XI  Congreso  Médico  Social  Panamericano 
Cajón  Postal  2801 
La  Paz,  Bolivia 

Por  informaciones  sobre  la  Conferencia  Regional  Latino- 
americana de  Educación  Médica,  dirigirse  a: 

Dr.  José  B.  Gomensoro 
Presidente  del  Comité  Organizador 

Conferencia  Regional  Latinoamericana  de  Educación  Médica 
Casilla  de  Correo  2001,  Distrito  1 
Montevideo,  Uruguay 

Montevideo,  Enero  30  de  1970. 
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List  of  100  Titles  for  Abridged  Index  Medicus 

(Continuation) 


Brain;  Journal  of  Neurology 

Brain 

British  Heart  Journal 

Brit  Heart  J 

British  Journal  of  Radiology 

BritJ  Radiol 

British  Journal  of  Surgery 

Brit  J Surg 

British  Medical  Journal 

Brit  Med  J 

Canadian  Medical  Association  Journal 

Cañad  Med  AssJ 

Cancer 

Circulation;  Journal  of  the  American 

Cancer 

Heart  Association 

Circulation 

Clinical  Pharmacology  and  Therapeutics 

Clin  Pharmacol  The 

DM:  Disease-a-Month 

DM 

Diabetes 

Diabetes 

Diseases  of  the  Chest 

Dis  Chest 

Endocrinology 

Endocrinology 

GP 

GP 

Gastroenterology 

Gastroenterology 

Gut 

Gut 

Journal  of  Allergy 

Journal  of  the  American  Dietetic 

J Allerg 

Association 

J Amer  Diet  Ass 

Journal  of  the  American  Geriatrics  Society 
Journal  of  the  American  Medical 

J Amer  Geriat  Soc 

Association 

JAMA 

Journal  of  Applied  Physiology 

J Appl  Physiol 

Journal  of  Bone  and  Joint  Surgery  ; 

J Bone  Joint  Surg 

American  Volume 

(Amer) 

Journal  of  Bone  and  Joint  Surgery; 

J Bone  Joint  Surg 

British  Volume 

Journal  of  Clinical  Endocrinology  and 

(Brit) 

Metabolism 

J Clin  Endocr 

Journal  of  Clinical  Investigation 

J Clin  Invest 

Journal  of  Clinical  Pathology 

J Clin  Path 

Journal  of  Experimental  Medicine 

J Exp  Med 

Journal  of  Gerontology 

J Geront 

Journal  of  Immunology 

J Immun 

Journal  of  Infectious  Diseases 

J Infect  Dis 

Journal  of  Investigative  Dermatology 
Journal  of  Laboratory  and  Clinical 

J Invest  Derm 

Medicine 

J Lab  Clin  Med 

Journal  of  Laryngology  and  Otology 

J Laryng 

Journal  of  Medical  Education 

J Med  Educ 

Journal  of  Nervous  and  Mental  Diseases 

J Nerv  Ment  Dis 

Journal  of  Neurosurgery 

J Neurosurg 

Journal  of  Obstetrics  and  Gynaecology 

J Obstet  Gynaec 

of  the  British  Commonwealth 

Brit  Comm 

Journal  of  Oral  Surgery 

J Oral  Surg 

Journal  of  Pediatrics 

J Pediat 

Journal  of  Thoracic  and  Cardiovascular 

J Thorac 

Surgery 

Cardiovasc  Surg 

Journal  of  Trauma 

J Trauma 

Journal  of  Urology 

J Urol 

Lancet 

Lancet 

Medical  Clinics  of  North  America 

Med  Clin  N Amer 

Medical  Letter  on  Drugs  and  Therapeutics 

Med  Lett  Drugs  Ther 

Medicine 

Medicine  (Balt) 

New  England  Journal  of  Medicine 

New  Eng  J Med 

Obstetrics  and  Gynecology 

Obstet  Gynec 

Pediatrics 

Pediatrics 

Physical  Therapy;  Journal  of  the 

American  Physical  Therapy 

Association 

Phys  Ther 

Physiological  Reviews 

Physiol  Rev 

Plastic  and  Reconstructive  Surgery 

Plast  Reconstr  Surg 

Postgraduate  Medicine 

Postgrad  Med 

Progress  in  Cardiovascular  Diseases 

Progr  Cardiovasc  Dis 

Public  Health  Reports 

Public  Health  Rep 

Radiology 

Radiology 

Science 

Science 

Surgery 

Surgery 

Surgery,  Gynecology  and  Obstetrics 

Surg  Gynec  Obstet 

Surgical  Clinics  of  North  America 

Surg  Clin  N Amer 

POST  GRADUATE  COURSE 

The  University  of  Miami  School  of  Medicine  is  presenting 
a postgraduate  course  entitled  “Otolaryngology  for  the  Family 
Practitioner”,  November  13-14,  1970,  accredited  by  the  AAGP. 
For  information  write:  Fredric  W.  Pullen,  II.  MD,  Neuro-Otolo- 
gic Laboratory,  University  of  Miami,  School  of  Medicine,  PO 
Box  875,  Biscayne  Annex,  Miami,  Florida,  33152. 
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of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B12. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


¿Roc^-¿ 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Ino. 
Nutley,  New  Jersey  07110 


to  the  clinical  staff 
and  to  the  researcher. . . 


The  Ohio  Modi 

}|  560  is  much 

more  than  a r 

espirator 

The  new  Ohio  Model  560  Respirator  is  a volume  con- 
trolled unit  which  will  deliver  tidal  volume  to  the  patient 
regardless  of  resistance  and  compliance  of  the  patient’s 
pulmonary  systems.  It  is  an  extremely  valuable  and  ver- 
satile instrument  for  intensive  care,  post-operative,  and 
emergency  room  areas. 

This  respirator  may  be  programmed  either  to  assist 
patient  ventilation,  with  varying  degrees  of  control,  or  to 
completely  take  over  and  place  the  patient  under  respira- 
tor control.  Tidal  volume  is  adjustable  from  100  cc  to 
2000  cc  with  adjustable  expiratory  times. 

A computerized  “sigh”  or  deep  breath  may  be  easily 
introduced  to  the  patient  on  a programmed  basis  at  in- 
tervals of  2,  4,  6,  8,  or  10  minutes.  After  a deep  breath  is 
delivered  the  computerized  circuit  automatically  lengthens 
expiratory  time  to  twice  the  setting  used  previously  for 
tidal  volume  only  — then  automatically  resumes  its  pre- 
set breathing  pattern. 

Other  features  include  manual  pushbutton  initiation  of 
both  inspiration  and  expiration,  an  ultrasonic  humidifier 
which  delivers  0 to  3 cc  per  minute  minimum  and  an  alarm 
system  monitors  low  pressure,  bellows  travel,  loss  of 
power,  and  lesser  concentration  of  oxygen  than  selected. 
For  added  safety,  the  patient  circuit  opens  automatically 
permitting  the  patient  to  breathe  to  atmosphere  in  the 
event  of  machine  malfunction.  An  accessory  system  per- 
mits a range  of  0 to  —20  cm.  HoO  negative  pressure. 
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When  it’s  more  than  a bad  cold 


your  patient  can  feel  better  while  he’s  getting  better 


Achrocidin 

Tetracycline  HCI— Antihistamine— Analgesic  Compound 


ACHROMYCIN®  Tetracycline  HCI  125  mg.;  Phenacetin  120  mg.;  Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  citrate  25  mg. 


n bacterial/allergic  u.r.i., 
iCHROCIDIN  brings  the  treatment 
ogether  in  a single  prescription  — 

' rompí  relief  of  headache  and 
congestion  together  with  effective 
I ontrol  of  the  tetracycline-sensitive 
rganisms  frequently  responsible  for 
complications  leading  to  prolonged 
\isability  in  the  susceptible  patient. 

For  children  and  elderly  patients 
ou  may  prefer  caffeine-free 
iCHROCIDIN  Syrup.  Each  5 cc 
ontains:  ACHROMYCIN  (Tetra- 
ycline)  equivalent  to  Tetracycline 
f Cl  125  mg.;  Phenacetin  120  mg.; 
alicylamide  150  mg.;  Ascorbic  Acid 
Z)  25  mg.;Pyrilamine  Maleate  15  mg. 


Average  adult  dosage:  2 tablets  four  times  daily, 
given  at  least  one  hour  before,  or  two  hours 
after  meals. 

Contraindications:  History  of  hypersensitivity 
to  any  component. 

Warning:  If  renal  impairment  exists,  even 
usual  doses  may  lead  to  liver  toxicity.  Under 
such  conditions,  lower  than  usual  doses  are 
indicated  and,  if  therapy  is  prolonged,  serum 
level  determinations  may  be  advisable.  Hyper- 
sensitive individuals  may  develop  a photody- 
namic reaction  to  natural  or  artificial  sunlight 
during  use.  Individuals  with  a history  of  photo- 
sensitivity reactions  should  avoid  direct  expo- 
sure while  under  treatment,  which  should  be  dis- 
continued at  first  evidence  of  skin  discomfort. 

Precautions:  Some  individuals  may  experience 
drowsiness,  anorexia,  and  slight  gastric  dis- 
tress. If  excessive  drowsiness  occurs,  it  may 
be  necessary  to  increase  the  interval  between 
doses.  Persons  on  full  dosage  should  not  oper- 
ate any  vehicle.  Use  may  result  in  overgrowth 
of  nonsusceptible  organisms.  If  infections  ap- 
pear during  therapy,  appropriate  measures 
should  be  taken.  Infections  caused  by  beta- 
hemolytic  streptococci  should  be  treated  for 


at  least  10  full  days  to  help  prevent  rheumatic 
fever  or  acute  glomerulonephritis.  Use  of  tetra- 
cycline during  tooth  development  may  cause 
discoloration  of  teeth. 

Adverse  Reactions:  Gastrointestinal -anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossitis, 
enterocolitis,  pruritus  ani.  Skin-maculopapular 
and  erythematous  rashes  (a  case  of  exfoliative 
dermatitis  has  been  reported);  photosensitivity; 
onycholysis  and  discoloration  of  nails  (rare). 
Kidney-rise  in  BUN,  apparently  dose  related. 
Hypersensitivity  reactions-urticaria,  angioneu- 
rotic edema,  anaphylaxis.  In  young  infants, 
bulging  fontanels  following  full  therapeutic 
dosage  has  been  reported. This  has  disappeared 
rapidly  when  drug  was  discontinued.  Teeth- 
dental  staining  (yellow-brown)  in  children  of 
mothers  given  tetracycline  during  the  latter 
half  of  pregnancy  and  in  children  given  the 
drug  during  the  neonatal  period,  infancy,  and 
early  childhood.  Enamel  hypoplasia  has  been 
seen  in  a few  children.  Blood-anemia,  throm- 
bocytopenic purpura.neutropenia.eosinophilia. 
Liver-cholestasis  (rare),  usually  at  high  dosage. 
If  adverse  reaction  or  idiosyncrasy 
occurs,  discontinue  medication 
and  institute  appropriate  therapy. 
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119th  Annual  AMA  Convention  in  Chicago, 
Illinois  June  21-25,  1970 


A bustling  skyscraper-studded  city,  Chicago  abounds  with 
sophisticated  stores,  superb  restaurants  and  theatres.  Chi- 
cago in  the  summer  is  ideally  suited  for  Lake  Michigan 
boating,  park  concerts,  visiting  zoos  and  museums,  and 
much  more. 

As  a general  practitioner  or  specialist  you  will  find  Chicago 
a highly  rewarding  experience.  You  will  participate  in  activi- 
ties designed  to  fit  your  particular  interests  and  to  keep  you 
up  to  date  on  an  ever  expanding  fund  of  medical  knowledge. 
Here  are  some  of  the  activities  that  will  interest  you  at  this 
119th  Annual  Convention:  General  Scientific  Meetings,  Sec- 
tion Programs,  Research  Forum,  Medical  Motion  Pictures,  and 
hundreds  of  Scientific  and  Industrial  Exhibits  to  show  you  the 
latest  innovations  in  equipment,  services  and  drugs.' 


¡fcit‘*-$?£lí»si 


Doctor,  after  all  we’ve 
been  through  together. . . 


abscess 

acne 

amebiasis 

anthrax 

bacillary  dysentery 
bartonellosis 
bronchitis 
bronchopulmonary 
infection 


brucellosis 
chancroid 
diphtheria 
endocarditis 
genitourinary 
infections 
gonorrhea 
granuloma  inguinale 
listeriosis 
lymphogranuloma 


mixed  bacterial 
infection 
osteomyelitis 
otitis 
pertussis 
pharyngitis 
pneumonia 
psittacosis 
pyelonephritis 


Rocky  Mountain 
spotted  fever 
scarlet  fever 
septicemias 
sinusitis 

soft  tissue  infection 
tonsillitis 
tularemia 
typhus  fever 
urethritis 


. . .don’t  you  think  it’s  time 
we  were  on  a first-name  basis? 


call  me“AchroV 


Every  pharmacist  knows  ACHRO®  V stands  for  ACHROMYCIN®  V 


Contraindications:  Hypersensitivity  to 
tetracycline. 

Warning:  In  renal  impairment,  since 
liver  toxicity  is  possible,  lower  doses 
are  indicated;  during  prolonged  therapy 
consider  serum  level  determinations. 
Photodynamic  reaction  to  sunlight  may 
occur  in  hypersensitive  persons. 
Photosensitive  individuals  should 
avoid  exposure;  discontinue  treatment 
if  skin  discomfort  occurs. 

Precautions:  Nonsusceptible  organisms 


may  overgrow;  treat  superinfection 
appropriately.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming 
tissue  and  may  cause  dental  staining 
during  tooth  development  (last  half  of 
pregnancy,  neonatal  period,  infancy, 
early  childhood). 

Adverse  Reactions:  Gastrointestinal— 
anorexia,  nausea,  vomiting,  diarrhea, 
stomatitis,  glossitis,  enterocolitis, 
pruritus  ani.  Skin— maculopapular  and 
erythematous  rashes;  exfoliative 


dermatitis;  photosensitivity; 
onycholysis,  nail  discoloration.  Kidney 
-dose-related  rise  in  BUN. 
Hypersensitivity  reactions— urticaria, 
angioneurotic  edema,  anaphylaxis. 
Intracranial— bulging  fontanels  in  young 
infants.  Teeth— yellow-brown  staining; 
enamel  hypoplasia.  Blood— anemia,  throm- 
bocytopenic purpura,  neutropenia,  eosino- 
philia.  Liver— cholestasis  at  high  dosage. 
Upon  adverse  reaction,  stop  medication 
and  treat  appropriately. 


AchromyciiiV 

Tetracycline 


LEDERLE  LABORATORIES  • A Division  of  American  Cyanamid  Company,  Pearl  River,  New  York  10965 
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A once-popular  treatment  for  back  pains 
was  to  have  the  seventh  son  of  a seventh  son 
stand  or  walk  on  the  patient's  back. 


For  headache,  a sovereign  remedy  was 
to  wear  a snakeskin  round  ones  head. 


3 


The  pain  of  earache  was  allegedly  relieved 
by  holding  a hot  roasted  onion  to  the  ear. 


A realistic 
approach 

to  pain 
relief 


‘Empirin’ 

Compound  with  Codeine 
Phosphate  gr.  1/2  No.  3 

Each  tablet  contains: 

Codeine  Phosphate  gr.  1/2  (Warning- 
May  be  habit  forming),  Phenacetin  gr.  2 1 / 2, 

Aspirin  gr.  3 1 / 2,  Caffeine  gr.  1 / 2. 

keeps  the  promise 
of  pain  relief 


'B.W.  & Co.'  narcotic  products  are 

Class  "B",  and  as  such  are  available  on  oral 

prescription,  where  State  law  permits. 


BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC. 
} Tuckahoe,  N.Y. 
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ayude  a cubrir  "el  déficit”  de  vitaminas  con 

Umcap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  ...  2 mg. 

Pantotenato  de  Calcio  . . 20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg 

Calcio  (como  carbonato)  .50  mg. 

Cobre  (como  sulfato)  ........  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  6 mg. 

Potasio  (como  sulfato)  5 mg. 

Poso/og/a:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 


Upjohn 
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Before  prescribing,  please  consult  complete  product  information,  a 
summary  of  which  follows: 

INDICATIONS:  Indicated  when  anxiety,  tension  and  apprehension  are 
significant  components  of  the  clinical  profile. 

CONTRAINDICATIONS:  Patients  with  known  hypersensitivity  to  the  drug. 
WARNINGS:  Caution  patients  about  possible  combined  effects  with 
alcohol  and  other  CNS  depressants.  As  with  all  CNS-acting  drugs,  caution 
patients  against  hazardous  occupations  requiring  complete  mental 
alertness  (e.g.,  operating  machinery,  driving).  Though  physical  and 
psychological  dependence  have  rarely  been  reported  on  recommended 
doses,  use  caution  in  administering  to  addiction-prone  individuals  or 
those  who  might  increase  dosage;  withdrawal  symptoms  (including 
convulsions),  following  discontinuation  of  the  drug  and  similar  to  those 
seen  with  barbiturates,  have  been  reported.  Use  of  any  drug  in 
pregnancy,  lactation,  or  in  women  of  childbearing  age  requires  that  its 
potential  benefits  be  weighed  against  its  possible  hazards. 

PRECAUTIONS:  In  the  elderly  and  debilitated,  and  in  children  over  six, 
limit  to  smallest  effective  dosage  (initially  1 0 mg  or  less  per  day)  to 
preclude  ataxia  or  oversedation,  increasing  gradually  as  needed  and 
tolerated.  Not  recommended  in  children  under  six.  Though  generally  not 
recommended,  if  combination  therapy  with  other  psychotropics  seems 
indicated,  carefully  consider  individual  pharmacologic  effects, 
particularly  in  use  of  potentiating  drugs  such  as  MAO  inhibitors  and 
phenothiazines.  Observe  usual  precautions  in  presence  of  impaired  renal 
or  hepatic  function.  Paradoxical  reactions  (e.g.,  excitement,  stimulation 
and  acute  rage)  have  been  reported  in  psychiatric  patients  and 
hyperactive  aggressive  children.  Employ  usual  precautions  in  treatment 
of  anxiety  states  with  evidence  of  impending  depression;  suicidal 
tendencies  may  be  present  and  protective  measures  necessary.  Variable 
effects  on  blood  coagulation  have  been  reported  very  rarely  in  patients 
receiving  the  drug  and  oral  anticoagulants;  causal  relationship  has  not 
been  established  clinically. 

ADVERSE  REACTIONS:  Drowsiness,  ataxia  and  confusion  may  occur, 
especially  in  the  elderly  and  debilitated.  These  are  reversible  in  most 
instances  by  proper  dosage  adjustment,  but  are  also  occasionally 
observed  at  the  lower  dosage  ranges.  In  a few  instances  syncope  has 
been  reported.  Also  encountered  are  isolated  instances  of  skin  eruptions, 
edema,  minor  menstrual  irregularities,  nausea  and  constipation, 
extrapyramidal  symptoms,  increased  and  decreased  libido  — all  infrequent 
and  generally  controlled  with  dosage  reduction;  changes  in  EEG 
patterns  (low-voltage  fast  activity)  may  appear  during  and  after 
treatment;  blood  dyscrasias  (including  agranulocytosis),  jaundice  and 
hepatic  dysfunction  have  been  reported  occasionally,  making  periodic 
blood  counts  and  liver  function  tests  advisable  during  protracted  therapy. 


with  the  aid  of  antianxiety 

Librium* 

(chlordiazepoxide 

HCI) 

5-mg,  10-mg 
and  25-mg  capsules 


In  an  age  of  swift  change  and 
challenge,  susceptible  individuals 
may  experience  varying  degrees  of 
excessive  anxiety.  The  resulting 
emotional  stress  may  precipitate 
significant  functional  disorders  or 
complicate  existing  organic  disease. 
In  properly  individualized  main- 
tenance dosage,  Librium 
(chlordiazepoxide  HCI)  quickly 
helps  relieve  anxiety  and  appre- 
hension, provides  useful  adjunctive 
therapy  in  psychophysiologic 
disorders.  In  long  clinical  ex- 
perience, Librium  has  demonstrated 
a wide  margin  of  safety. 


Also  available: 

Libritabs® 

(chlordiazepoxide) 
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if  he  exercises 


* — 


if  he  stops  smoking 
if  he  takes  Arlidin 

# (nylidrin  HCl) 

the  improvement 
can  be  significant ! 

in  peripheral  vascular  disease:  exercise  “Exercise  is 

the  specific  physiologic  stimulus  for  producing  vasodilation  in  skeletal  muscle. 5,1 
SMOKING  “The  first  and  most  important  consideration  of  treatment  is  firm  insistence 
that  the  patient.stop  smoking  immediately  and  permanently.  The  reason  for  this  is  the 
powerful  vasoconstricting  action  of  smoking  which  is  responsible  for  diminishing  the 
peripheral  circulation  to  a great  degree.”2  ARLIDIN  The  overall  physiological  effect  of  a 
therapeutic  agent  should  be  similar  to  exercise —that  is,  both  to  increase  cardiac  output 
and  to  produce  peripheral  vasodilation.3  “The  ideal  agent  should  be  administered  in  the 
same  way  that  we  prescribe  exercise— that  is,  three  or  four  times  a day  for  many  years 
rather  than  for  several  weeks.  The  therapeutic  goal  is  to  increase  blood  flow  through  the 
capillary  beds  by  way  of  a patent  and  constantly  expanding  collateral  blood  supply.  At 
this  time,  I am  aware  of  only  one  agent  which  fulfills  the  requirements  as  outlined  above, 
namely  nylidrin  (Arlidin).”3 


iTHE  FRANCIS  A COUNTWAY 
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arlidin 

(nylidrin  HU) 


Contraindications:  Acute  myocardial  infarction.  (Fol- 
lowing myocardial  infarction,  the  initiation  or  reestab- 
lishment of  this  therapy  should  be  undertaken  in  the 
same  way  as  physical  exercise.  After  a reasonable  heal- 
ing period,  gradual  upward  adjustment  of  dosage  to 
therapeutic  levels  may  be  attempted.)  Precautions:  Use 
with  caution  in  the  presence  of  a recent  myocardial 
lesion,  paroxysmal  tachycardia,  severe  angina  pectoris 
and  thyrotoxicosis.  Adverse  Reaction:  Occasional  pal- 
pitation. Dosage:  Vz  to  1 tablet  (3  to  6 mg.)  three  or 
four  times  a day  is  the  usual  effective  dosage;  increased, 
if  necessary,  to  2 tablets  three  or  four  times  a day. 
Parenterally,  0.5  cc.  by  subcutaneous  or  intramuscular 
injection;  increased  gradually  to  1 cc.  one  or  more  times 
daily,  as  needed.  Available:  Tablets:  6 mg.  scored,  bot- 
tles of  50,  100,  and  500.  Parenteral:  5 mg.  per  cc.,  1 cc. 
ampuls  (6  per  box);  10  cc.  multiple-dose  vials  (1  per 
box).  References:  1.  deCrinis,  K.,  Redisch,  W.  and 
Steele,  J.M.:  Proc.  Soc.  Exper.  Biol.  Med.  102: 29,  1959. 
2.  Samuels,  S.S.:  Med.  Times  88: 332,  1960.  3.  Karpman, 
H.L.:  Cañad.  Med.  Ass.  J.  94:457,  1966. 
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for  the  problem  drinker 


Berocca: 

TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 

AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d,  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B^- 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


^ROCHEJ-, 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley.  New  Jersey  07110 


Maalox-protected  aspirin 


Reduces  the  risk  of  gastric  distress  from  aspirin,  especially  when 
high  doses  are  used,  as  in  arthritis.  And  Ascriptin*  is  advertised 
only  to  you... not  to  your  patient. 
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In  cystitis^  pyelitis;  pyelonephritis* 


Her  lifetime  may  be 
at  stake 


The  tasteful  combination  of  banana,  raspberry,  and  mint  flavors  often 
makes  Furadantin  Oral  Suspension  easy  to  administer  to  children  who 
won’t  or  can’t  take  tablets  or  capsules. 


Adequate  initial  therapy  with  Furadantin®  (nitrofurantoin)  Oral 
Suspension/Tablets  provides  the  antibacterial  action  needed 
to  adequately  treat  urinary  tract  infections.  It  is  effective 
against  a majority  of  urinary  tract  pathogens.* 

Furadantin  is  exceptionally  effective  against  E.  coli,  effective  against 
some  strains  of  Klebsiella-Aerobacter  and  Proteus;  however,  only  a 
small  percentage  of  strains  of  Pseudomonas  are  susceptible  to 
Furadantin. 


Indications:  Furadantin  (nitrofurantoin)  is  indicated 
lor  the  treatment  of  pyelonephritis,  pyelitis,  and  cystitis 
due  to  E.  coli,  enterococci,  Staph,  aureus  or  a small 
percentage  of  strains  of  Pseudomonas,  when  demon- 
strated to  be  susceptible  by  in  vitro  susceptibility 
testing.  Also  for  treatment  ol  such  infections  when  due 
to  some  susceptible  strains  of  Klebsiella-Aerobacter 
and  Proteus.  It  is  not  indicated  lor  the  treatment  of 
associated  renal  cortical  or  perinephric  abscesses, 
systemic  infections,  prostatitis,  or  in  any  genitourinary 
tract  infections  other  than  pyelonephritis,  pyelitis,  or 
cystitis. 

Contraindications:  Anuria,  oliguria,  or  extensive 
impairment  of  renal  function  are  contraindications.  The 
drug  is  contraindicated  for  infants  under  one  month 
and  in  pregnant  patients  at  term.  The  drug  should  not 
be  administered  to  persons  who  have  shown  hypersen- 
sitivity to  nitrofurantoin. 

Warnings:  Furadantin  (nitrofurantoin)  may  cause 
hemolytic  anemia  of  the  primaquine  sensitivity  type, 
apparently  linked  to  a glucose-6-phosphate  dehydro- 
genase deficiency.  This  deficiency  is  found  in  10%  of 
Negroes  and  in  a small  percentage  of  ethnic  groups  of 
Mediterranean  and  Near-Eastern  origin.  Such  patients 
should  be  closely  observed  while  receiving  nitrofur- 
antoin. Discontinue  the  drug  at  any  sign  of  hemolysis. 
Hemolysis  ceases  on  withdrawal.  Superinfections  may 
occur,  most  commonly  due  to  Pseudomonas. 

Usage  in  Pregnancy:  Safe  use  during  pregnancy 
and  lactation  has  not  been  established.  The  drug  should 
not  be  used  in  women  of  childbearing  potential  unless 
the  expected  benefits  outweigh  the  possible  hazards. 

Precautions:  Peripheral  neuropathy  may  occur.  A 


One  of  the  hazards  of  childhood  cystitis  is  the  threat  of  progressive 
renal  damage. 


fatality  has  been  reported.  Predisposing  conditions 
such  as  renal  impairment,  anemia,  diabetes,  electrolyte 
imbalance,  vitamin  B deficiency,  and  debilitating  dis- 
ease may  enhance  such  occurrence. 

Adverse  Reactions:  Nausea,  emesis,  and  diarrhea 
may  occur;  reduction  in  dosage  may  alleviate  these 
symptoms.  Sensitization  appearing  as  cutaneous  erup- 
tions or  pruritus  has  occurred.  Hypersensitivity  reac- 
tions resulting  in  nonfatal  anaphylaxis,  angioedema, 
pulmonary  infiltration  with  pleural  effusion,  and  eosin- 
ophilia  have  been  reported.  Other  possible  reactions 
are  chills,  fever,  jaundice,  asthmatic  symptoms,  and 
hypotension.  Occasionally,  headache,  dizziness,  nys- 
tagmus, vertigo,  drowsiness,  malaise  and  muscular 
aches  have  occurred.  Transient  alopecia  has  been  re- 
ported. Leukopenia,  including  granulocytopenia,  has 
been  reported  rarely.  The  blood  picture  has  returned 
to  normal  following  cessation  of  therapy.  As  with  other 
antimicrobial  agents,  superinfections  by  resistant  or- 
ganisms may  occur.  With  Furadantin  (nitrofurantoin), 
however,  these  are  limited  to  the  genitourinary  tract 
because  suppression  of  normal  bacterial  flora  else- 
where in  the  body  does  not  occur. 

Available:  Furadantin  (nitrofurantoin)  tablets  of  50 
mg.  and  100  mg.  Furadantin  (nitrofurantoin)  Oral 
Suspension  in  60  cc.  and  473  cc.  bottles. 

Eaton  Product  Identification:  50  mg.  tablets,  FO  1; 
100  mg.  tablets,  FO  2. 


Originators  and  Developers  of  The  Nitrofurans 

EATON  LABORATORIES 

Division  of  The  Norwich  Pharmacal  Company 

NORWICH.  NEW  YORK  13815 


Adequate  and  early  treatment  with 

FURADANTIN  (nitrofurantoin) 

Oral  Suspension /Tablets 

helps  prevent  acute  infection*  from  becoming  chronic 

"Cystitis,  pyelitis,  and  pyelonephritis  due  to  susceptible  organisms.  See  information 
concerning  susceptible  organisms  under  Indications  in  prescribing  information  above. 
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> An  antibiotic 

♦* 

# should  work  well 
in  either  acid 
or  alkaline  urine. 


It  isn’t  always  necessary  to  adjust  urinary  pH 
in  treating  G.U.  infections. 

Not  when  the  causative  organism  is  a strain 
sensitive  to  DECLOMYCIN®  Demethylchlor- 
tetracycline,  as  is  often  the  case. 
DECLOMYCIN  remains  stable  and  active  in 
either  acid  or  alkaline  urine.  So  there’s  no  need 
to  acidify  the  urine  to  keep  the  antibiotic  at 
work. 

Why  match  the  urine  to  the  antibiotic . . .when 
you  can  match  the  antibiotic  to  the  urine ...  by 
prescribing  DECLOMYCIN.  A b.i.d.  dosage 
makes  therapy  convenient  for  your  patient. 

Effectiveness:  DECLOMYCIN  Demethylchlortetra- 
cycline  should  be  equally  or  more  effective  thera- 
peutically than  other  tetracyclines  in  infections 
caused  by  organisms  sensitive  to  the  tetracyclines. 
Contraindication:  History  of  hypersensitivity  to  de- 
methylchlortetracycline. 

Warning:  In  renal  impairment,  usual  doses  may  lead 
to  excessive  accumulation  and  liver  toxicity.  Under 
such  conditions,  lower  than  usual  doses  are  indi- 
cated, and,  if  therapy  is  prolonged,  serum  level  de- 
terminations may  be  advisable.  A photodynamic 
reaction  to  natural  or  artificial  sunlight  has  been 
observed.  Small  amounts  of  drug  and  short  exposure 
may  produce  an  exaggerated  sunburn  reaction  which 
may  range  from  erythema  to  severe  skin  manifesta- 
tions. In  a smaller  proportion,  photoallergic  reac- 
tions have  been  reported.  Patients  should  avoid 
direct  exposure  to  sunlight  and  discontinue  drug  at 
the  first  evidence  of  skin  discomfort.  Necessary  subse- 
quent courses  of  treatment  with  tetracyclines  should 
be  carefully  observed. 


Precautions:  Overgrowth  of  nonsusceptible  organ- 
isms may  occur.  Constant  observation  is  essential.  If 
new  infections  appear,  appropriate  measures  should 
be  taken.  In  infants,  increased  intracranial  pressure 
with  bulging  fontanels  has  been  observed.  All  signs 
and  symptoms  have  disappeared  rapidly  upon  cessa- 
tion of  treatment. 

Side  Effects:  Gastrointestinal  system  — anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossitis,  en- 
terocolitis, pruritus  ani.  Skin  — maculopapular  and 
erythematous  rashes;  a rare  case  of  exfoliative  der- 
matitis has  been  reported.  Photosensitivity;  ony- 
cholysis and  discoloration  of  the  nails  (rare).  Kidney 
— rise  in  BUN,  apparently  dose-related.  Transient 
increase  in  urinary  output,  sometimes  accompanied 
by  thirst  (rare).  Hypersensitivity  reactions— urticaria, 
angioneurotic  edema,  anaphylaxis.  Teeth  - dental 
staining  (yellow-brown)  in  children  of  mothers  given 
this  drug  during  the  latter  half  of  pregnancy,  and  in 
children  given  the  drug  during  the  neonatal  period, 
infancy  and  early  childhood.  Enamel  hypoplasia  has 
been  seen  in  a few  children.  If  adverse  reaction  or 
idiosyncrasy  occurs,  discontinue  medication  and  in- 
stitute appropriate  therapy.  Demethylchlortetracy- 
cline  may  form  a stable  calcium  complex  in  any 
bone-forming  tissue  with  no  serious  harmful  effects 
reported  thus  far  in  humans. 

Average  Adult  Daily  Dosage:  150  mg  q.i.d.  or  300 
mg  b.i.d.  Should  be  given  1 hour  before  or  2 hours 
after  meals,  since  absorption  is  impaired  by  the  con- 
comitant administration  of  high  calcium  content 
drugs,  foods  and  some  dairy  products.  Treatment  of 
streptococcal  infections  should  continue  for  10  days, 
even  though  symptoms  have  subsided. 

Capsules:  150  mg;  Tablets:  film  coated  — 300  mg, 
150mg  and75mgof  demethylchlortetracyclineHCl. 
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CALCITONIN  1970:  REVIEW 
OF  RECENT  DEVELOPMENTS 


G.  R.  Martínez  Rovira,  MD 


The  level  of  ionic  calcium  is  regulated  with  remar- 
kable precision  in  spite  of  considerable  variation 
in  calcium  intake  and  excretion  (1).  Even  more  re- 
markable is  the  rapidity  with  which  the  plasma  cal- 
cium returns  to  its  original  level  after  it  has  been 
artificially  altered  (2). 

Since  1909  it  has  been  recognized  that  the  para- 
thyroid glands  have  an  important  role  in  calcium 
homeostasis,  fighting  hypocalcemia,  by  secreting  para- 
thormone, which  stimulates  osteolysis  and  the  release 
of  calcium  from  bone.  Recently  a second  calcium 
regulating  system  has  been  discovered  which  is  con- 
cerned with  active  control  of  hypercalcemia  (3).  This 
involves  ultimobranchial  tissue  which  when  stimulated 
by  hypercalcemia  release  a hormone,  calcitonin,  which 
suppresses  osteolysis  and  calcium  release  from  bone  and 
hence  lowers  the  blood  calcium  level.  In  many  verte- 
brates (birds,  reptiles,  amphibians  and  fishes)  there  is 
a separate  and  distinct  ultimobranchial  gland.  However, 
in  most  mammals  the  tissue  becomes  imbedded  in 
thyroid,  where  it  comprises  the  parafollicular  or  “C” 
cells.  These  are  quite  distinct  from  the  regular 
follicular  cells  of  the  thyroid  and  do  not  take  up 
radioiodine  (4),  nor  do  they  respond  to  thyroid  sti- 
mulating hormone  (5).  A simplified  scheme  illustrat- 
ing the  endocrine  control  of  plasma  calcium  is  shown 
in  Figure  1. 

Calcitonin  (TCT)  was  discovered  by  Copp  in  1960 
(6)  and  his  findings  were  confirmed  by  McIntyre  in 
1962,  who  also  postulated  its  thyroid  origin  in  1964 
(7).  The  name  thyrocalcitonin  has  been  proposed 
by  Hirsh  and  Munson  (8)  to  indicate  its  thyroid  origin 
which  has  been  confirmed  in  gland  perfusion  studies 
and  by  fluorescent  electron  microscopic  studies.  There 
is  now  general  agreement  that  calcitonin  and  thyro- 
calcitonin are  identical  and  that  the  hormone  arises 
from  cells  present  in  the  mammalian  thyroid.  To  a 
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lesser  extent  there  may  be  some  production  of  calci- 
tonin by  the  thymus  and  parathyroid  glands  since 
“C”  cells  are  present  in  these  organs  (9),  thus  total 
thyroidectomy  will  not  produce  a complete  deficien- 
cy of  calcitonin  and  it  is  also  likely  that  primary 
“C”  cell  tumors  (medullary  carcinomas)  may  develop 
outside  the  thyroid.  Since  there  has  been  so  much 
progress  and  new  discoveries  in  calcitonin  since  Vaz- 
quez’s review  appeared  in  1965  (47)  in  this  Boletín, 

1 will  attempt  to  outline  the  most  recent  ones  in  terms 
of  clinical  medicine. 

Chemistry 

Porcine  calcitonin  is  a single  polypeptide  chain 
with  32  amino  acid  residues  having  a molecular  weight 
of  3,600,  containing  no  lysine  or  isoleucine  (Fig.  2). 
Human  TCT  on  the  other  hand,  contains  8 lysine  and 

2 isoleucine  amino  acid  residues,  and  shows  18  changes 
in  the  amino  acid  sequence  as  compared  to  porcine 
TCT.  The  structure  has  features  similar  to  those  found 
in  vasopressin  and  pitocin  and  it  has  recently  been 
synthesized  by  Lederle  and  Ciba.  It  is  an  extremely 
potent  biologic  agent  for  a dose  as  little  as  5 nanograms 
(0.005  jjg)  injected  into  a young  rat  will  cause  a 10  per- 


Control  of  Plasmo  Calcium  - Normal  Dog 


Fig.  1:  “From  Advances  in  Internal  Medicine,  V ol.  14, 
edited  by  William  Dock;  copyright,  1968.  Yearbook  Medical 
Publishers,  Inc.  Used  by  permission ”. 
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cent  fall  in  plasma  calcium.  It  requires  200  to  400  times 
as  much  PTH  (parathyroid  hormone)  to  cause  a corres- 
ponding rise  in  serum  calcium. 

Biologic  Assay 

One  of  the  most  widely  used  bioassays  is  that  des- 
cribed by  Cooper  and  Munson  (10).  Plasma  drawn  from 
patients  is  extracted  with  hydrochloric  acid,  lyophy- 
lized,  and  several  dilutions  are  prepared  of  this  extract. 
TCT  content  of  the  plasma  is  determined  according  to 
the  fall  in  serum  calcium  of  young  rats  thirty  minutes 
after  intravenous  injection  of  the  extract.  Human 
calcitonin  is  expressed  in  MRC  (Medical  Research 
Council)  units  and  1/100  unit  is  defined  as  that 
amount  expected  to  cause  a 10  percent  (1  mgm 
percent)  fall  in  serum  calcium  concentration  in  a 
150  gm  rat.  Normal  values  for  norinocalcemic  human 
plasma  are  200±  50mU/L(ll). 

Radioimmunoassay 

Radioimmunoassay  of  porcine  TCT  was  first  des- 
cribed by  Arnaud  (12)  and  more  recently  Clark,  Boyd 
and  Foster  in  England  (13)  were  able  to  apply  a mo- 
dified procedure  for  the  determination  of  human  TCT. 
Description  of  this  method  is  beyond  the  scope  of  this 
review. 

Mechanism  of  Action  of  TCT 

The  hypocalcemic  effect  of  this  hormone  is  ob- 
tained following  injection  into  nephrectomized,  para- 
thyroidectomized,  or  eviscerated  rats,  so  that  none 
of  these  organs  appear  to  be  essential  for  its  action. 
No  effect  is  observed  on  the  calcium  and  phosphate 
content  of  soft  tissues  nor  does  the  hormone  increase 
the  excretion  of  calcium  in  the  urine.  Now  we  know 
the  action  of  TCT  is  on  bone  directly.  This  has  been 
confirmed  on  organ  and  tissue  culture  where  the 
addition  of  calcitonin  to  the  medium  inhibits  osteo- 
lysis in  the  intact  animal  for  it  decreases  the  urinary 
excretion  of  hydroxyproline  which  is  considered  an 
indicator  of  bone  breakdown.  Table  I summarizes 
the  effect  of  infusion  of  TCT  into  thyroparathyroi- 
dectomized  animals. 

in  contrast  to  PTH,  calcitonin  is  effective  even  in 
animals  treated  with  Actinomycin  D,  so  its  action 
does  not  involve  protein  synthesis. 

Many  hormonal  actions  are  mediated  through  cyclic 
AMP  (adenosine  monophosphate).  For  example,  it 
is  now  accepted  that  PTH  (parathyroid  hormone) 
increases  cyclic  AMP  production  by  the  renal  tubule, 
which  in  turn  activates  a cellular  enzyme  in  the  kidney 
leading  through  a series  of  reactions  to  phosphaturia. 
Other  hormones  whose  mechanism  of  action  are  carried 
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Fig.  2:  Schematic  representation  of  the  covalent  struc- 
ture of  porcine  calcitonin.  Residues  important  for  biological 
activity  are  indicated  in  boldface  and  heavy  circles. 


TABLE  I:  EFFECT  OF  INFUSION  OF  TCT  IN- 
TO THYRO-PARATHYROIDECTOMIZED  A 
NIMALS 


1.  Hypocalcemia  and  hypocalciuria 

2.  Positive  calcium  balance 

3.  Decreased  serum  phosphoms  and  phosphate 
retention 

4.  Transient  early  phosphaturia  but  later  on  the  urine 
phosphate  decreases  also 


out  through  cyclic  AMP  are  ACTH,  TSH,  vasopressin, 
giucagon,  and  insulin,  among  others.  Some  investigators 
have  proposed  that  calcitonin  activates  phosphodies- 
terase thus  decreasing  cyclic  AMP  production  and 
decreasing  calcium  mobilization  (decrease  in  bone  re- 
sorption), which  would  account  for  the  hypocalcemia. 
To  this  date,  however,  it  remains  just  a theory  which  has 
not  been  confirmed. 

Control  of  Secretion 

Hypercalcemia  is  an  effective  stimulus  for  the  release 
of  TCT.  Fig.  3 summarizes  the  study  done  by  Care  (15) 
in  which  the  thyroid  glands  of  young  pigs  were  perfused 
with  blood  containing  various  levels  of  calcium.  Calci- 
tonin secretion  in  the  venous  effluent  from  the  gland 
was  determined  by  bioassay  and  plotted  against  the 
serum  calcium  in  perfusing  blood.  He  found  that 
hormone  output  is 'directly  proportional  to  the  increase 
of  serum  calcium  providing  a very  efficient  negative 
feedback  control.  For  PTH  there  is  a similar  propor- 
tional control. 


Bol.  Asoc.  Méd.  P.  Rico 
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Calcitonin  1970 


Effect  of  Plasma  Calcium  on  Secretion  Rate  of 
Parathormone  and  Calcitonin. 


PTH  Cl 

ng/kg/min  ng/kg/min. 


Fig.  3:  “From  Advances  in  Internal  Medicine,  Vol.  14, 
edited  by  William  Dock;  copyright,  1968.  Yearbook  Medical 
Publishers,  Inc.  Used  by  permission  ’. 

Role  of  Calcium  Homeostasis 

It  appears  that  the  parathyroid  glands  are  primarily 
responsible  for  maintaining  normal  plasma  calcium 
levels.  The  role  of  calcitonin  in  the  fine  regulation 
of  serum  calcium  is  not  clear.  Hirsh  and  Cooper  (16) 
believe  that  the  most  important  physiological  function 
of  TCT  is  restriction  of  bone  resorption  rather  than 
the  regulation  of  serum  calcium.  TCT  is  effective  in 
restricting  hypercalcemia  only  if  the  excess  calcium 
is  due  to  accelerated  resorption.  Minkin  and  Talmage 
(17)  postulate  that  the  suppression  by  TCT  of  the 
active  process  returning  calcium  to  the  extracellular 
fluid  facilitates  the  transport  of  ionic  calcium  toward 
bone.  Thus  the  parathyroid  and  ultimobranchial  cells 
secrete  the  appropriate  hormones  when  the  plasma 
calcium  rises  or  falls.  Calcitonin  in  turn  increases 
or  suppresses  the  rate  of  bone  resorption  and  releases 
calcium  from  bone  and  so  restores  the  levels  to  the 
normal  range. 

Calcitonin  in  Clinical  Medicine 

Calcitonin  in  normocalcemia  and  effect  of  age  - 
Milhaud  (18)  studied  4 normal  young  adults  whose 
ages  ranged  from  20  to  30  years.  All  received  0.16 
units  intravenously  and  one  hour  later  the  mean  serum 
calcium  drop  was  0.3  mgm  percent;  this  was  a small 
but  maximal  effect  since  the  change  did  not  increase 
when  larger  amounts  were  given.  Children  showed 
a more  pronoucned  hypocalcemia  than  adults:  12 
normal  children  all  less  than  4 years  old  with  the 
same  dose  of  calcitonin  showed  a serum  calcium 
drop  of  0.52  mgm  percent. 


Renal  effects  of  TCT  - Intravenous  infusions  of 
2 units  of  calcitonin  in  4 normal  adults  elicited  the 
following  responses  (19):  (a)  phosphaturic  effect 

which  is  not  dependent  on  the  parathyroid  glands 
as  it  was  also  observed  in  2 hypoparathyroid  patients 
and  in  one  primary  hyperparathyroidism;  (b)  hypo- 
calciuria  (decreased  urine  calcium);  (c)  increase  output 
of  sodium  in  the  urine;  and  (d)  increase  output  of  chlor- 
ide in  the  urine.  All  these  effects  were  transient,  return- 
ing to  normal  values  one  hour  after  the  end  of  the 
infusion.  Creatinine  clearances  remained  unchanged. 

Calcitonin  in  osteoporosis  • In  a group  of  rats 
which  had  been  made  osteoporotic  by  feeding  exces- 
sive doses  of  vitamin  A,  TCT  prevented  the  reduction 
in  bone  growth  and  body  weight  (20).  Further  clinical 
trials  are  needed  to  determine  if  it  will  be  effective 
in  the  treatment  of  osteoporosis  in  man.  The  outlook 
seems  promising  since  repeated  injections  of  the  hor- 
mone in  large  doses  may  cause  a decrease  in  serum 
calcium  in  normocalcemic  osteoporosis  indicating  sup- 
pression of  bone  catabolism.  The  experimental  work 
to  date  offers  some  grounds  for  cautious  optimism. 

Fractures  - Bright  and  Estep  (21)  suggested  that 
TCT  may  speed  bone  healing  by  blocking  deminera- 
lization at  the  fracture  site  in  experimental  animals. 
Their  data  showed  that  calcitonin  not  only  inhibits 
calcium  resorption,  but  also  retards  calcium  deposition. 

Interaction  of  vitamin  D and  calcitonin  - In  hyper- 
vitaminosis  D the  polypeptide  causes  an  enhanced  and 
prolonged  hypocalcemia  and  if  given  for  several  days 
the  serum  calcium  will  drop  back  to  normal  no  matter 
how  high  it  is  or  how  intoxicated  the  patient  might  be 
with  vitamin  D (22).  Milhaud  considers  that  TCT  will 
eventually  be  the  treatment  of  choice  for  vitamin  D 
intoxication. 

In  rickets  the  hypocalcemic  response  to  TCT  is 
decreased  when  compared  to  that  of  normal  children. 
In  osteomalacia  the  hormone  is  ineffective  but  if 
thyroxine  (T4)  is  given  in  a dose  of  1 mgm  per  day 
for  10  days  prior  to  TCT  administration,  there  will 
be  marked  hypocalcemia.  Thus  T4  administration 
which  has  no  effect  on  serum  calcium,  enhances  the 
hypocalcemic  effect  of  TCT  in  man  as  well  as  in  rats. 

Treatment  of  the  hypercalcemia  of  parathyroid 
carcinoma  - Smith  and  Bartter  (23)  reported  the  case 
of  a 49-yr.  old  man  with  hyperparathyroidism  resulting 
from  sustained,  elevated  concentration  of  parathyroid 
hormone  secreted  from  functioning  pulmonary  metas- 
tasis of  a parathyroid  carcinoma,  who  responded  to 
an  18-day  course  and  again  to  a 16-day  course  of  TCT 
gel  therapy  with  a fall  in  serum  and  urine  calcium  to 
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normal.  Also  the  calcium  balance  changed  from  ne- 
gative to  positive.  A unique  feature  of  this  case  was 
the  apparent  persistence  of  the  effect  of  TCT  for 
several  months  after  the  suspension  of  therapy.  Toler- 
ance to  the  hormone  by  the  patient  was  excellent 
and  no  side  effects  were  noted.  Renal  function 
remained  stable  during  this  course  of  therapy.  This 
and  the  reports  of  other  investigators  (18,  24,  25) 
suggest  that  TCT  may  be  therapeutically  efficacious 
in  hypercalcemia  and  osteitis  resulting  from  an  inoper- 
able parathyroid  carcinoma  and  in  other  conditions 
characterized  by  enhanced  osteolysis  (e.  g.,  metastatic 
osteolytic  lesions).  The  absence  of  allergic  reactions 
and  its  effectiveness  in  controlling  severe  hypercalcemia 
makes  the  use  of  this  hormone  very  promising.  Al- 
though at  the  present  time  hypercalcemie  crisis  may 
be  treated  with  infusions  of  phosphate,  sulphate  or 
EDTA.  their  prolonged  use  is  hazardous. 

Treatment  of  thyrotoxic  hypercalcemia  with  por- 
cine calcitonin  - Hypercalcemia  may  develop  in  thy- 
rotoxicosis (26)  and  occasionally  it  is  severe  enough 
to  endanger  life.  Buckle  (27)  recently  reported  such  a 
case  which  was  treated  successfully  in  that  the  hyper- 
calcemia was  controlled  even  while  the  patient  was  still 
thyrotoxic.  There  was  no  alteration  in  parathyroid 
hormone  concentration  during  treatment.  A rapid 
turnover  of  bone  occurs  in  thyrotoxicosis  (28)  and  is 
associated  with  an  increased  urinary  excretion  of  cal- 
cium. A particularly  rapid  rate  of  bone  breakdown 
with  an  inadequate  rate  of  excretion  could  account 
for  any  hypercalcemia.  Calcitonin  has  a direct  action 
on  bone  and  decreases  the  rate  of  resorption  and  it 
is  under  conditions  of  rapid  bone  turnover  that  it  has 
its  most  marked  calcium  lowering  effect  (29). 

Paget’s  disease  - If  the  effect  of  calcitonin  is  related 
to  the  prevailing  bone  turnover  rate,  calcitonin  should 
have  a considerable  effect  on  plasma  calcium  on  normo- 
calcemic  patients  with  high  bone  turnover.  To  test 
this  point  Bijvaet  (24)  et  al  studied  the  plasma  calcium 
lowering  effect  of  rapid  intravenous  administration 
in  patients  with  Paget’s  disease  and  normal  serum 
calcium.  Calcitonin  reduced  the  plasma  calcium  in 
all  subjects  and  hydroxyproline  excretion  fell  by  over 
40  percent.  Plasma  phosphate  showed  a modest 
decrease  and  calcium  excretion  exhibited  a delayed 
decrease. 

The  authors  conclude  that  the  degree  of  reduction 
in  plasma  calcium  with  calcitonin  does  not  depend  on 
the  plasma  calcium  level  but  apparently  is  related  to 
the  bone  turnover  rate.  Calcitonin  acts  by  inhibiting 
bone  resorption  although  it  may  also  have  an  effect 


on  the  kidney.  The  use  of  the  long  term  therapeutic 
effect  of  TCT  on  Paget’s  disease  and  its  bone  meta- 
bolism, may  be  worth  trying. 

Diseases  with  overproduction  of  thyrocalcitonin 
(hypercalcitonemia) 

(a)  Pseudohypoparathyroidism:  Lee  and  coworkers 
(30)  presented  an  elegant  study  of  familial  hypopara- 
thyroidism in  whom  parathyroid  hormone,  measured 
by  radioimmunoassay  in  peripheral  plasma  was  ele- 
vated in  all  three  patients.  Calcitonin  has  been  found 
in  high  concentrations  in  the  thyroid  glands  of  patients 
with  pseudohypoparathyroidism  (31,  32).  In  Lee’s 
report,  all  three  patients  had  very  high  concentrations 
of  thyrocalcitonin  in  excised  thyroid  tissue,  but  in  one 
patient  surgical  and  radioactive  ablation  of  the  thyroid 
gland  failed  to  ameloriate  the  hypocalcemia,  suggesting 
that  excessive  calcitonin  secretion  is  not  a primary 
factor  in  the  etiology  of  this  syndrome. 

Since  we  know  that  the  parafollicular  cells  may  be 
located  in  tissues  other  than  thyroid  in  man,  total 
thyroidectomy  does  not  mean  total  removal  of  TCT- 
producing  tissue.  In  spite  of  this,  it  seems  unlikely 
that  overproduction  of  calcitonin  in  this  disease  has 
a primary  role,  and  more  probable  Albright’s  hypothesis 
of  end  organ  refractoriness  to  parathyroid  hormone 
remains  the  best  theory  as  the  fundamental  defect 
in  pseudohypoparathyroidism.  More  recently,  addi- 
tional support  has  been  given  to  this  hypothesis  by 
Chase  and  his  colleagues  (33),  who  reported  a marked- 
ly decreased  renal  excretion  of  cyclic  3 ’5 -AMP  in 
response  to  parathyroid  hormone  in  patients  with 
pseudohypoparathyroidism.  This  second  demonstrated 
manifestation  of  end  organ  refractoriness  (in  addition 
to  the  absent  phosphaturic  effect)  may  have  funda- 
mental biologic  implications  due  to  the  importance 
of  cyclic  AMP  as  a cellular  mediator  of  hormonal 
action.  Although  a deficient  or  insensitive  adenyl 
cyclase  has  been  hypothesized  as  a major  renal  de- 
fect in  a lack  of  3’5’-AMP  response  in  pseudohypo- 
parathyroidism, the  relation  of  this  nucleotide  to  the 
hypocalcemia  and  the  precise  mechanisms  involved 
in  cellular  refractoriness  to  parathyroid  hormone  re- 
main unknown. 

(b)  Medullary  carcinoma  of  the  thyroid:  Medullary 
carcinoma  of  the  thyroid  is  different  from  other  thy- 
roid cancers.  It  is  a solid  tumor  composed  of  islands 
of  regular  cells  with  an  abundant  granular  cytoplasm 
and  a variable  amount  of  amyloid  in  the  stroma.  Des- 
pite the  absence  of  differentiation  it  has  a relatively 
good  prognosis.  These  cells  which  normally  secrete 
calcitonin  are  of  ultimobranchial  origin.  Medullary 
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carcinoma  is  sometimes  associated  with  a neurocuta- 
neous  syndrome  characterized  by  multiple  mucosal 
neuromas  (34). 

Melvin  and  Tashian  (35)  described  a patient  with 
medullary  carcinoma,  hypocalcemia  and  raised  levels 
of  calcitonin  in  both  tumor  and  blood.  In  this  case 
thyroidectomy  had  been  done  previously  and  analysis 
was  made  difficult  by  the  presence  of  severe  diarrhea, 
widespread  metastasis,  and  bilateral  phaeochromocyto- 
mas.  This  syndrome  has  been  amply  discussed  by 
other  investigators  (36,  37,  38). 

Cunliffee  (34)  reported  a case  of  medullary  car- 
cinoma with  normocalcemia  in  which  he  postulated 
that  an  increased  secretion  of  parathyroid  hormone, 
together  with  the  continued  responsiveness  of  the 
tumor  to  normal  stimuli,  maintained  normocalcemia 
(however,  the  parathyroid  glands  showed  no  hyper- 
plasia). Another  explanation  for  the  absence  of 
hypocalcemia  may  be  considered.  It  is  usually  thought 
that  a normal  plasma  calcium  depends  on  active  re- 
sorption of  bone  (40).  But  if  resorption  normally 
plays  little  part,  its  inhibition  by  calcitonin  would 
not  produce  hypocalcemia.  If  this  explanation  is 
correct,  it  would  seem  that  the  action  of  parathy- 
roid hormone  on  bone  is  not  important  in  plasma 
calcium  regulation  in  healthy  adults.  This  con- 

flicts with  accepted  theories  of  calcium  homeosta- 
sis. The  evidence  is  insufficient  to  choose  between 
these  hypothesis  to  explain  the  absence  of  hypocal- 
cemia in  this  patient,  and  further  studies  are  neces- 
sary. 

The  demonstration  that  a medullary  carcinoma  of 
the  thyroid  may  contain  and  secrete  high  levels  of 
calcitonin  is  of  great  interest.  It  shows  that  medullary 
carcinoma  originates  from  the  “C”  cells.  There  is 
also  a practical  consequence.  It  may  be  possible 
to  diagnose  medullary  carcinoma  preoperatively  by 
measuring  plasma  calcitonin  levels,  and  recurrence  might 
also  be  detected  at  an  early  stage. 

(c)  Osteopetrosis  fMarble  Bone  Disease):  Osteo- 
petrosis is  a rare  disease  which  presents  in  either  a severe 
form  at  birth  or  a milder  form  in  adolescence.  Histolo- 
gical examination  of  the  bone  indicates  that  osteo- 
clasts are  virtually  absent;  the  structure  is  highly  im- 
mature with  many  areas  of  endochondrial  bone.  A 
curious  feature  of  nearly  all  cases  is  that  X-ray  films 
show  signs  of  fluctuating  activity  of  the  osteosclerotic 
process  as  indicated  by  transverse  alternating  hands  of 
greater  and  less  density. 

Plasma  calcium,  phosphate,  and  alkaline  phosphatase 
are  normal  in  spite  of  a markedly  positive  calcium 


balance. 

The  etiology  of  the  disease  is  unknown,  but  the 
continued  high  rate  of  calcium  absorption  and  reten- 
tion, has  led  some  authors  to  propose  that  the  primary 
defect  is  at  the  level  of  the  gastrointestinal  tract.  If 
this  were  the  case,  the  tendency  to  hypercalcemia  might 
well  lead  to  an  increased  production  of  calcitonin  and 
an  enhanced  production  of  bone  with  a concomittant 
suppression  of  parathyroid  hormone  release  and  of  para- 
thyroid hormone  action  upon  bone  (41). 

Calcitonin  levels  in  primary  hyperparathyroidism. 

The  levels  of  plasma  calcitonin  in  primary  hyper- 
parathyroidism and  the  role  of  this  hormone  in  the 
disease  has  not  been  investigated.  We  recently  extracted 
and  assayed  plasma  from  13  patients  with  proven  hyper- 
parathyroidism (42).  All  the  patients  had  a single 
adenoma  (confirmed  by  surgical  exploration  of  the 
neck)  except  for  one  case  who  had  hyperplasia.  Ano- 
ther patient  in  addition  to  a single  parathyroid  adeno- 
ma, had  medullary  carcinoma  of  the  thyroid  and  the 
Zollinger-Ellison  syndrome.  The  results  revealed  that 
three  patients  with  bone  disease  had  undetectable 
calcitonin  levels  and  higher  serum  calciums.  Eight 
cases  had  normal  or  moderately  elevated  calcitonin 
levels;  six  of  these  had  renal  stones  and  two  did  not 
have  either  bone  disease  or  renal  lithiasis.  The  patient 
with  multiple  endocrine  adenomas  had  extremely  high 
levels  of  calcitonin,  an  average  of  3.4  units  per  liter  of 
plasma. 

There  were  three  patients  with  bone  disease  exclusi- 
vely (and  calcitonin  undetectable  in  plasma),  and  six 
with  only  renal  stones  (calcitonin  normal  or  increased 
in  plasma).  Although  this  work  has  not  been  completed, 
it  agrees  with  that  of  Lloyd  (43)  who  postulates  that 
patients  with  primary  hyperparathyroidism  can  be 
classified  into  three  groups:  Group  I;  patients  having 
only  bone  disease,  larger  tumors,  shorter  history  and 
higher  serum  calcium;  Group  II,  patients  having  only 
tenal  stones  (no  bone  disease),  smaller  tumors,  longer 
history  and  lower  serum  calcium;  Group  III,  a minor- 
ity of  cases  having  both  renal  and  bone  disease  or 
neither. 

In  1967  Tashjian  (44)  reported  eight  cases  of  primary 
hyperparathyroidism,  six  of  whom  had  decreased  levels 
*)f  calcitonin  in  their  thyroid  glands  and  the  remaining 
two  had  normal  levels.  No  attempt  was  made  to  cor- 
relate clinical  history,  X-ray  findings  or  blood  chemis- 
tries with  the  concentration  of  calcitonin  in  thyroid 
tissue.  Tashjian  postulated  that  the  low  concentration 
of  thyrocalcitonin  in  the  thyroid  gland  might  be  due 
to  high  turnover  with  release  exceeding  storage.  How- 
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ever,  calcitonin  was  not  measured  in  plasma. 

While  no  conclusions  can  be  reached  from  our  data 
(42)  it  can  be  inferred  that  calcitonin  is  what  causes 
renal  stones  and  possibly  prevents  bone  disease  in  pri- 
man' hyperparathyroidism.  The  sequence  of  events 
in  the  patients  with  renal  lithiasis  might  be  viewed 
as  follows:  First,  excessive  release  of  thyrocalcitomn 
would  lead  by  its  hypocalcemic  action  to  stimulation 
of  the  parathyroid  glands.  If  the  hypocalcemic  stimulus 
were  persistent,  one  or  more  parathyroid  glands  might 
develop  autonomous  function  and  secrete  more  para- 
thyroid hormone  than  could  be  compensated  for  by 
thyrocalcitonin.  The  resulting  disease  would  be  hyper- 
parathyroidism. 

With  the  advent  of  the  radioimmunoassay  to  measure 
this  hormone  in  the  urine  and  sera  and,  together  with 
autoradiographic  studies,  it  will  be  possible  to  further 
study  and  clarify  this  problem. 

Calcitonin  levels  in  malignancy 

Elevated  serum  calcium  due  to  malignancy  with 
or  without  bony  metastasis  is  considered  a very  com- 
mon cause  of  hypercalcemia.  We  recently  studied  a 
large  group  of  patients  with  malignant  tumors  of 
various  types  (42).  They  were  divided  into  4 groups: 
I,  normal  or  borderline  high  serum  calcium  and  no 
metastasis;  II,  normal  or  borderline  high  serum  calcium 
and  definite  osteolytic  bone  metastasis  (some  of  them 
had  metastasis  to  other  organs);  III,  suspected  PTH 
secreting  tumors;  and  IV,  hypercalcemia  and  definite 
osteolytic  bone  metastasis  (some  of  them  with  proven 
metastasis  to  other  organs).  A complete  investigation 
was  performed  to  exclude  other  causes  of  hypercalcemia 
including  postmortem  examination  of  12  patients  that 
died.  There  was  considerable  overlap  in  the  fasting 
plasma  TCT  levels  of  all  four  groups  and  no  conclusions 
could  be  reached  by  plotting  them  by  group.  How- 
ever, an  inverse  relationship  was  seen  between  the  serum 
calcium  and  the  calcitonin  levels,  that  is,  the  higher 
the  serum  calcium,  the  lower  the  calcitonin  level  and 
vice  versa. 

This  last  finding  seems  difficult  to  interpret  since 
hypercalcemia  is  the  best  stimulus  for  the  production 
and  secretion  of  calcitonin  (11).  The  majority  of 
these  patients  had  hypercalcemia  with  osteolytic  bone 
lesions.  In  these  cases  a destruction  of  normal  osseous 
tissue  occurs  which  is  replaced  by  a connective  stroma 
consisting  of  tumor  cells  and  many  multinucleated  cells 
resembling  osteolasts.  This  destruction  liberates  some 
calcium  in  the  serum  (one  gm  of  bone  liberates  100  mg 
of  calcium).  When  the  excretion  capacity  both  renal 
and  intestinal  are  overwhelmed,  hypercalcemia  mani- 


fests. However,  the  bony  lysis  itself  does  not  wholy 
explain  the  hypercalcemia  since  the  kidneys  and  para- 
thyroid could  both  play  a role.  It  is  tempting  to 
speculate  that  regardless  of  the  etiology  of  hyper- 
calcemia in  malignancy,  chronic  elevated  serum  cal- 
cium levels  over  a number  of  years  could  eventually 
“exhaust”  the  thyroid  gland  s (and  other  organs’  of 
parafollicular  origin)  capacity  to  produce  calcitonin. 
As  far  as  we  could  determine  there  was  no  significant 
renal  damage  that  would  account  for  prevention  of 
normal  excretion  of  thyrocalcitonin,  but  this  facet 
has  not  been  studied  in  detail.  Further  studies  are 
being  conducted  at  the  Medical  College  of  Virginia 
along  these  lines  by  Estep  and  his  collaborators  and 
will  be  the  subject  of  a separate  report. 


Summary 


The  recently  discovered  second  calcium-regulating 
system  involving  calcitonin  and  ultimobranchial  tissue 
has  added  a new  dimension  to  calcium  metabolism 
and  has  stimulated  new  and  exciting  approaches  to 
old  problems.  With  parathormone  it  provides  a highly 
efficient  control  of  plasma  calcium,  similar  to  the 
control  of  blood  glucose  by  the  insulin-glucagon  sys- 
tem. The  parathyroid  and  ultimobranchial  cells  secrete 
the  appropriate  hormones  when  the  plasma  calcium 
rises  or  falls.  The  hormone  in  turn  increases  or  sup- 
presses the  rate  of  bone  resorption  and  release  of 
calcium  from  bone,  and  so  restores  the  level  to  the 
normal  range. 

We  have  discussed  some  diseases  associated  with 
hypercalcitonemia,  and  clinical  situations  in  which 
the  use  of  this  hormone  has  met  with  success. 


Resumen 

El  descubrimiento  reciente  de  la  hormona  calcitonina 
derivada  de  tejido  ultimobranchial  ha  añadido  una 
nueva  dimensión  al  metabolismo  de  calcio,  y ha  esti- 
mulado nuevos  y excitantes  estudios  a viejos  problemas.  , 
Junto  con  la  paratormona  provee  un  control  altamente 
eficiente  del  calcio  plasmático,  similar  al  control  de 
glucemia  por  el  sistema  de  insulina-glucagon.  Las  célu- 
las paratiroides  y ultimobranchiales  secretan  las  hor- 
monas apropiadas  cuando  el  calcio  plasmático  sube  o 
baja.  La  calcitonina  a su  vez  aumenta  o suprime  la  ra-  , 
pidez  de  resorción  ósea  y el  descargue  de  calcio  de  i 
hueso,  y de  esta  forma  normaliza  el  nivel  del  ión  en  la 
sangre. 

Hemos  discutido  algunas  enfermedades  asociadas 
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con  hypercalcitonemia,  y situaciones  clínicas  en  las 
cuales  el  uso  terapéutico  de  esta  hormona  ha  tenido 
éxito. 
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URGENCIAS  PEDIATRICAS 

(Bosquejos  Terapéuticos ) 

TRATAMIENTO  POR  VIA  ORAL 
DE  LOS  BEBES  CON  DIARREA 

Manuel  E.  Soto  Viera,  MD 
Carmen  Lugo  de  Rivera,  MD 


El  anterior  bosquejo  resumió  el  tratamiento  inicial  de  los 
bebés  deshidratados  por  gastroenteritis  aguda  (G.  E.  A.). 
Limitada  a las  primeras  24  horas,  esa  terapia  inicial  mejora 
por  lo  general  al  paciente  pero  nos  lleva  a la  interrogante: 
“¿Qué  hacemos  ahora?  ” Y ahí,  al  reanudar  la  alimentación 
oral  de  los  bebés  con  G.  E.  A.,  se  sitúan  muchos  fracasos 
terapéuticos.  Fracaso  igualmente  encontrará  el  tratamiento 
por  vía  oral  de  los  bebés  con  G.  E.  A.  leve  si  no  observamos 
ciertas  pautas  muy  precisas:  esos  serán  los  casos  en  que 
una  “diarreíta”  se  complicará  para  convertirse  en  la  catas- 
trófica G.  E.  A.  con  deshidratación  grave. 

REALIMENTACION  DEL  BEBE 

1.  El  ayuno  (cf.  bosquejo  anterior)  puede  durar 
más  de  24  hrs.,  hasta  48  y 72  hrs.,  dependiendo 
de  cuán  graves  o importantes  sean  las  pérdidas  de 
agua  y electrolitos  por  las  deyecciones  del  bebé. 

2.  Concluido  el  ayuno,  se  ofrecerá  al  bebé  solu- 
ción electrolítica  per  os. 

a.  ¿qué  solución? 

Preferiblemente  el  Lytren  (Mead -Johnson);  sino,  “el 
suero  casero”.  Ver  Tabla.  No  entregar  solución  salina  normal 
ni  glucosa  en  agua  en  botellas  a la  mamá  para  que  se  las  dé 
al  bebé.  Es  un  error  grave,  causa  de  hipematremia,  aquél; 
de  hiponatremia  este  último. 

b.  ¿durante  cuánto  tiempo? 

Durante  24  horas  más,  por  lo  menos.  Mantenga 
la  observación  cuidadosa  del  bebé,  en  particular  de  su  peso 
y de  sus  pérdidas  (gastrointestinales,  urinarias,  pérdida  in- 
sensible de  agua)  según  lo  descrito  en  el  bosquejo  anterior. 

c.  ¿qué  cantidad  total  de  solución  electrolítica 
daremos? 


Preparado  por  la  Oficina  de  Pediatría  Regional  del  Hospital 
Universitario  con  el  asesoramiento  del  Centro  de  Investigaciones 
Clínicas  de  la  Escuela  de  Medicina.  Para  solicitar  reimpresos 
o referencias  pertinentes,  diríjase  a: 

Dr.  Manuel  E.  Soto  Viera 
Oficina  de  Pediatría  Regional 
Hospital  Universitario,  Centro  Médico  00935 
o a: 

Dra.  Carmen  Lugo  de  Rivera 

Centro  de  Investigaciones  Clínicas 

Escuela  de  Medicina,  San  Juan,  Puerto  Rico  00905 


Lo  que  nos  indique  el  cálculo  de  las  necesidades 
del  bebé,  a saber,  las  de  sostén  y las  pérdidas  contemporáneas 
anormales  (cf.  bosquejo  anterior).  Daremos  al  bebé  porciones 
pequeñas  de  solución  electrolítica  per  os,  por  lo  general  de 
2 a 3 oz.  cada  3-4  horas,  a lo  cual  será  prudente  añadir 
líquidos  de  sostén  por  vía  endovenosa,  un  sostén  bajo  a razón 
de  80  a 90  mls./Kg./24  hrs. 

d.  ¿se  omiten  los  líquidos  i.  v.  enseguida  que  em- 
pezamos a ofrecer  solución  electrolítica  per  os? 

No,  según  acabamos  de  apuntar.  La  terapia  endo- 
venosa de  sostén  nos  pennitirá:  (1)  aseguramos  que  el  bebé 
recibirá  efectivamente  un  mínimum  de  agua,  electrolitos  e 
hidratos  de  carbono  por  cada  período  de  24  horas,  (2)  ofrecer 
porciones  pequeñas  de  solución  electrolítica  per  os  (el  bebé 
las  tolera  mejor). 

e.  ¿por  qué  no  damos  leche  en  seguida  que  conclu- 
ye la  terapia  inicial? 

Porque,  en  la  G.  E.  A.,  hay  malabsorción  de  proteínas 
y de  hidratos  de  carbono,  particularmente  de  lactosa.  Debido 
a ese  trastorno  de  la  absorción  intestinal,  localizado  en  el 
epitelio  de  las  vellosidades,  las  enzimas  que  desdoblan  a los 
disacáridos  dejan  de  ejercer  su  acción  normal.  Estos  disacáridos, 
señaladamente  la  lactosa,  persisten  en  la  luz  intestinal  y llegan 
al  colon  donde  sufren  fermentación  bacteriana.  Con  esta  fer- 
mentación se  forman  ácidos  orgánicos  que  contribuyen  a 
agravar  la  diarrea  (y  la  tendencia  a acidosis  metabólica).  De 
nada  vale  “cambiar  la  fórmula”,  pasar  de  una  presentación 
comercial  de  leche  de  vaca  a otra  presentación  del  mismo  pro- 
ducto, puesto  que  todos  estos  preparados  contienen  lactosa 
(a  excepción  del  Nutramigen  y de  la  Probana,  ambos  de 
Mead-Johnson).  Lo  que  procede,  si  no  se  dispone  de  prepara- 
dos sin  lactosa,  es  no  dar  leche.  Ese  trastorno  de  la  absorción 
intestinal  es  transitorio,  pero  en  los  casos  más  serios  se  pro- 
longará, a veces  por  semanas  o meses. 

3.  Introducción  de  la  leche. 

Lo  esencial  es  que,  a partir  de  una  “fórmula’ 
hipocalórica  (i.  e.,  10-15  cal./oz.  de  leche)  se  aumenta- 
rá gradualmente  hasta  alcanzar  una  concentración  iso- 
calórica  (20  cal./oz.).  La  “fórmula”  hipocalórica 
se  prepara:  (1)  empleando  leches  descremadas  o semi- 
descremadas,  (2)  o mejor,  diluyendo  la  leche  entera 
hasta  la  concentración  deseada. 

Las  leches  descremadas,  acidas,  especiales,  etc., 
tuvieron  su  hora  cuando  prevalecían  otros  conceptos 
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TABLA 

SOLUCIONES  ELECTROLITICAS  QUE  SE  EMPLEAN  EN  EL  TRATAMIENTO 
POR  VIA  ORAL  DE  LOS  BEBES  CON  DIARREA 


1.  Lytren  (Mead-Johnson) 

Presentación  comercial:  polvo  en  frascos  de  1/2  Ib.  (8  oz.) 

Cada  frasco  trae  una  medida  especial  de  10  gramos. 

Preparación:  8 medidas  rasas  ( 80  g.)  en  un  litro  de  agua  ya  hervida. 
Calorías  por  onza  de  la  solución  debidamente  preparada:  9 calorías 
Composición  (por  litro): 


Carbohidratos  70  g. 

= 280  cal 

Ca 

4 mEq 

Na 

25  mEq 

Bifosfato 

5 mEq 

K 

25  mEq 

Lactato 

4 mEq 

Cl 

30  mEq 

Mg 

4 mEq 

En  términos  de  su  concentración  electrolítica  total,  el  Lytren  es  1/3  iso tónico.  En  términos  del  sodio  es  solamente  1/6 


isotónico. 

2.  Preparación  magistral 

Cloruro  de  sodio  1 g 

Cloruro  de  potasio  1 g 

Bicarbonato  de  sodio  1 g 

Glucosa  al  5 porciento  en  agua,  c.  s.  p.  1000  mis 


Cada  litro  de  esta  preparación  contiene  aproximadamente  28.7  mEq  de  Na,  13.4  mEq  de  K,  30.5  mEq  de  Cl  y 11.6  mEq 
de  bicarbonato. 

3.  “ Suero  casero  ” 

Sal  de  mesa:  1/2  cucharadita  de  café  rasa  (aprox.):  2g 

Azúcar  de  caña,  hasta  2 cucharadas  de  sopa  rasas  30  g 

Agua  previamente  hervida,  c.  s.  p.  1000  mis 

2 g de  sal  de  mesa  = 34  mEq  de  Na.  30  g de  azúcar  de  caña=  120  calorías 

El  “suero  casero”  tiene  inconvenientes  muy  graves:  las  medidas  son  aproximativas;  dependen  de  lo  que  entienda  y haga  la 
persona  encargada  de  prepararlo;  ésta,  por  lo  común,  es  lega  en  la  materia  y desatenderá  la  recomendación  capital:  HERVIR 
EL  AGUA  PREVIAMENTE  Y AÑADIR  LA  SAL  Y EL  AZUCAR  AL  AGUA  YA  HERVIDA. 

Los  “sueros  caseros”,  los  “teses”  o ’’guarapillos”  preparados  en  el  hogar  rara  vez  contienen  sus  ingredientes  en  las  proporciones 
debidas.  Ello  puede  causar  graves  desequilibrios  hidroelectroliticos  en  el  bebé,  particularmente  la  hipernatremia  si  la  sal  queda 
muy  concentrada.  Nosotros  evitamos  recomendar  “ sueros  caseros”  y otras  infusiones,  en  lo  posible. 


sobre  !a  etiopatogenia  de  la  diarrea.  Hoy,  al  tanto  del 
trastorno  que  se  crea  en  la  absorción  intestinal,  lo  que 
importa  de  veras  es  determinar  si  el  bebé  tolera  o no 
la  leche,  es  decir,  la  lactosa.  Si  la  tolera,  puede  ofre- 
cérsele leche  entera  pero  diluyéndola  en  un  principio. 

Nuestro  próximo  bosquejo  terapéutico  tratará 
con  más  detalle  el  tema  de  la  lactancia  artificial. 

OTRAS  MEDIDAS 

Son  de  importancia  secundaria.  Con  las  medidas  previa- 
mente recomendadas,  en  éste  y en  el  anterior  bosquejo,  el 
bebé  debe  mejorar. 

Preferimos  que  no  se  den  antiespasmódicos  ni  astringentes 
intestinales.  Ineficaces,  algunos  demuestran  en  verdad  un 
efecto  placebo,  tanto  para  los  padres  del  bebé...  como  para 


el  médico... 

Los  antibióticos  tienen  indicaciones  limitadas  en  laG.  E.  A.: 
(1)  bebés  menores  de  6 meses,  si  se  sospecha  que  el  agente 
etiológico  es  una  cepa  patógena  de  E.  coli,  dar  colistina 
(Colimycin),  15  mgs/Kg./24  hrs.  a dividir  en  4-6  dosis  p.o. 
durante  7-10  días;  (2)  bebés  con  G.  E.  A.  por  Shigellas  o Sal- 
monellas,  dar  ampicilina,  100  mgs./Kg./24  hrs.,  a dividir  en 
4 dosis  p.o.  durante  10-14  días.  Ciertos  antibióticos,  y en 
particular  la  neomicina,  pueden  provocar  un  cuadro  clínico 
de  malabsorción.  Todos  modifican  a breve  plazo  la  flora 
intestinal,  lo  cual,  a su  vez,  es  causa  de  otras  complicaciones 
(i.e.,  proliferación  de  organismos  Gram  negativos  o de  monilia 
albicans).  Las  tetraciclinas  están  generalmente  contraindicadas 
en  los  bebés  ya  que  pueden  alterar  los  dientes  de  leche,  y los 
dientes  permanentes  (hipoplasia  del  esmalte,  deformaciones, 
caries). 


THE  CHRONIC  LOW  BACK  SYNDROME 


Herman  J.  Flax,  MD,  FACP 


iCD  earls  of  Wisdom”  is  not  necessarily  synonymous 
JL  with  “las  perlas”,  the  “endearing”  term  used  by 
most  of  my  colleagues  to  describe  the  majority  of  the 
patients  with  a chronic  low-back  syndrome,  and  I do 
not  profess  to  offer  you  any  exciting  or  new  words 
that  will  ease  your  consciences  in  confronting  this  pro- 
blem. I am  just  as  aware  as  any  and  all  of  you  of  the  dif- 
ficulties that  face  us  when  we  attempt  to  treat  these 
long  standing  symptoms  in  compensation  cases,  in  psy- 
choneurotics and,  especially,  in  patients  with  iaotrogenic 
disease.  I cannot  take  issue  with  the  original  trauma, 
which  was  verified,  diagnosed  and  treated,  and  which 
is,  indeed,  valid.  But  I do  with  the  great  lack  of  interest 
on  the  part  of  the  physicians,  who  “treat”  these  pa- 
tients poorly  and  who  clutter  up  our  rehabilitation  ser- 
vices with  multiple  exacerbations  of  this  disease.  If  my 
discussion  today  may  appear  too  academic,  please  re- 
member that  your  indifference  to  this  problem  is  costing 
your  government,  your  insurance  company  and  indirect- 
ly yourselves  many  thousands  of  dollars  in  compen- 
sation benefits  and  man-hours  lost  from  work  each  year. 

Once  a patient  with  low-back  pain  is  accepted  for 
treatment,  there  is  a rational  way  to  size  up  his  pro- 
blem and  a serious  approach  to  therapy.  Unfortunately, 
we  cannot  cure  all  of  these  cases,  but  we  can  relieve 
the  symptoms  of  practically  all  rather  quickly.  A 
quarter-century  of  observation  of  these  patients  has 
prompted  my  remarks  this  evening.  If  my  state- 
| ments  appear  naive  or  even  too  simple,  it  is  because 
they  have  stood  the  test  of  time  in  my  practice. 

First  and  foremost,  it  is  absolutely  essential  to 
sit  down  with  the  patient  and  take  a detailed  history. 
There  are  over  a hundred  causes  for  low-back  pain, 
and  time  does  not  permit  me  to  go  into  a differential 
diagnosis.  Suffice  is  to  say,  if  there  is  no  history  of 
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trauma,  how  can  you  say  the  cause  is  traumatic?  Idem 
as  far  as  a postural  cause  if  you  have  not  analyzed  by 
direct  questioning  the  standing,  sitting,  lying  as  well 
as  other  working  positions  of  the  body.  Unless  you 
hear  the  patient  describe  the  symptoms  of  sciatic 
nerve  radiation  and  the  neuromuscular  deficit  there- 
from, how  can  you  be  so  sure  that  the  problem  is  a 
herniated  nucleus  pulposum  pressing  on  the  L5  or  SI 
nerve  roots?  Yet  this  is  invariably  the  diagnosis  in 
most  of  the  patients  referred  for  treatment. 

Without  a doubt,  the  socio-economic  history  is 
the  most  important  single  etiological  factor  in  patients 
with  long-standing  back  problems.  You  will  never 
treat  successfully  any  patient  whose  monthly  budget 
is  balanced  by  the  compensation  checks  derived  from 
his  ailment.  Also,  it  is  indispensable  that  you  delve 
meticulously  into  each  and  every  one  of  the  body’s 
systems  and  laboriously  seek  out  each  hidden  clue 
to  the  real  cause  for  your  patient’s  complaint.  The 
diagnosis  and  even  the  prognosis  in  the  chronic  low- 
back  syndrome  is  made  mainly  from  a careful  and 
complete  history,  so  spend  most  of  your  time  listen- 
ing to  and  questioning  your  patient. 

The  most  frequent  causes  of  lumbar  pain  in  my 
practice  are: 

1.  Acute  lumbosacral  strain. 

2.  Degenerative  arthritis  of  the  lumbar  vertebrae, 
especially  the  synovial  joints. 

3.  Discogenic  disease. 

4.  Postural  strain. 

5.  Mechanical  factors. 

No  attempt  will  be  made  to  enter  into  a differential 
diagnosis  or  a discussion  of  treatment  at  this  time. 
Usually,  there  is  an  overlapping  of  several  or  even  all 
of  these  factors  in  a single  patient. 

Even  though  the  diagnosis  of  acute  trauma  is  evi- 
dent, the  treatment  is  usually  not  satisfactory.  Any 
soft  tissue  laceration  takes  at  least  three  weeks  to 
heal,  and  the  part  should  he  properly  splinted  during 
this  period.  Most  important  is  complete  bed  rest 
until  disappearance  of  pain.  Next,  avoidance  of  secon- 
dary strains  during  convalescence,  and  the  use  of  a 
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well-fitting  corset  after  the  acute  process  has  lessened 
if  the  patient  refuses  to  rest.  By  all  means  don’t  tell 
the  patient  that  he  has  a “disk”  or  “arthritis”  of  the 
spine,  or  he  w ill  never  get  well. 

The  stiff  lumbosacral  region  is  the  trade  mark  of 
degenerative  arthritic  changes  and  will  befall  most 
of  us  as  we  grow  older.  Since  we  don’t  exercise 
properly  and  we  eat  too  much,  we  add  insult  to 
injury  at  the  weakest  point  of  our  body,  the  lumbo- 
sacral region.  From  an  anatomical  point  of  view, 
we  still  are  supposed  to  walk  on  our  four  extremities 
instead  of  two.  As  we  grow  older,  our  abdomens 
protrude  more  ventrally  and  our  hamstring  muscles 
shorten.  We  lose  the  elasticity  of  our  intervertebral 
disc  cushions  and  the  cartilage  that  lines  the  small 
synovial  joints  of  the  posterior  vertebral  articulations, 
the  lumbar  facets.  We  get  up  stiff  in  the  morning, 
but  we  loosen  up  as  we  walk  around  or  do  a few 
stretching  exercises.  A chronic,  traumatic  synovitis 
develops  in  these  joints  with  a constantly  referred, 
dull,  aching  pain  to  the  low  back.  Occasionally, 
after  some  effort  off-balance,  these  joints  will  lock 
because  of  osteophytic  spurs  and  cause  a facet  syn- 
drome with  acute  and  disabling  pain,  rigidity'  of  the 
lumbar  spine  and  a laterally  tilted  and  forward  flexed 
trunk. 

Bed  rest  on  a hard  mattress,  analgesics,  heat  and 
gentle  manipulation  will  relieve  this  problem.  Pelvic 
traction  may  be  of  benefit  here,  but  I have  not 
had  need  to  use  it.  Once  the  patient  is  up,  he  has 
to  be  carefully  splinted  to  avoid  subsequent  strains 
until  his  muscles  are  strong  enough  to  carry  on.  A 
program  of  back  flexion  exercises  and  posture  hints 
must  be  given  to  the  patient  to  do  the  rest  of  his  life. 
He  should  be  instructed  thoroughly  in  the  mechanics 
of  h is  trunk  and  extremities,  especially  what  maneuvers 
and  positions  to  avoid  in  the  future.  Again,  don’t  tell 
your  patient  that  he  has  a “disk”  and  “arthritis”  and 
nothing  else.  If  so  he  will  always  have  a low  back 
pain. 

The  acute,  radicular  syndrome  caused  by  a herniated 
lower  lumbar  nucleus  pulposum  is  readily  diagnosed. 
The  fact  that  we  don’t  see  it  very  often  in  the  chronic, 
low-back  complainer  is  probably  the  main  reason  he  is 
usually  tagged  with  this  diagnosis.  The  characteristic 
sciatic  pain  radiation,  positive  straight-leg  raising  test, 
vertebral  tilt  to  the  side  of  the  lesion  and  other 
neurological  signs  do  not  warrant  repetition  at  this 
time.  Referred  pain  from  a pinched  nerve  does  not 
stop  half-way  down  the  extremity  but  extends  the 
full  length  of  the  nerve,  from  the  back  to  the  foot. 


Referred  pain  from  the  lumbar  paravertebral  and  gluteal 
muscles  and  lumbosacral-sacroiliac  ligaments  have  a 
dermatome  pattern  that  may  mimic  a sciatic  nerve 
radiation  (1).  However,  we  must  also  remember 
that  an  L5  nerve  root  compression  is  not  accompanied 
by  the  loss  of  the  deep  ankle  reflex,  which  is  usually 
innervated  by  the  SI  root,  and  the  Laségue’s  sign 
is  usually  negative  with  an  L4  disc  herniation. 

Conservative  treatment  is  still  the  best  practice 
(2,  3).  Rest  in  bed  on  a firm  mattress  in  the  jack- 
knife position,  analgesics  and  an  early  back-flexion 
exercise  regime.  As  the  pain  and  secondary  muscle 
spasm  lessens,  the  exercises  are  increased  to  promote 
back  flexion  and  prevent  body  deconditioning.  These 
patients  arc  kept  at  rest  for  at  least  three  weeks  or 
until  the  radicular  pain  ceases  and,  then,  let  up  cau- 
tiously. A laminectomy  to  decompress  the  nerve 
root  may  have  to  he  done  if  there  are  progressive 
and  irreversible  signs  of  neuropathy  after  the  first 
week  of  bed  rest. 

These  patients  progress  into  the  state  of  chronic 
lumbar  arthritis  with  increasing  degeneration  of  the 
posterior  vertebral  joints,  formation  of  osteophytes  and 
chronic  synovitis  unless  they  receive  proper  instruction 
in  body  mechanics.  They  require  a life  time  of  back- 
flexion  exercises  and  postural  hints  to  minimize  this 
degeneration.  Their  low-back  should  be  protected 
at  all  times,  and  the  best  support  is  the  patient’s 
own  back- flexion  muscles. 

Postural  strain  is  the  outcome  of  poor  body  position 
at  work  or  at  rest  coupled  with  degenerative  changes 
in  the  lumbar  vertebrae  and  some  emotional  problem. 
Abnormal  motion  will  increase  the  strain  on  the 
posterior  vertebral  articulations  and  will  accelerate 
spur  formation  and  other  degenerative  changes  in  this 
region.  Obesity  also  aggravates  this  situation  and 
furthers  degenerative  changes  in  the  lumbar  vertebrae 
and  impingement  on  the  articular  facets.  For  some 
reason,  there  is  also  a strong  emotional  overlay  in 
this  group  of  chronic  low-back  sufferers.  Here  we 
find  the  busy,  fat  housewife  with  a house  full  of 
children  and  a non-responsive  husband.  Here,  too, 
is  the  overworked,  middle-aged,  unloved  secretary  with 
a poor  posture  chair  poking  her  in  the  low  back  and 
extra-high-heeled  shoes,  both  of  which  exaggerate  her 
lumbar  lordosis.  Either  of  these  two  ladies  may  have 
a retroversion  of  the  uterus,  but  the  real  reason  for 
the  low-back  pain  is  poor  posture.  Again,  I will 
mention  that  obesity  aggravates  this  situation  especially 
in  women  and  accelerates  degenerative  changes  in  the 
lumbar  vertebrae  and  lumbosacral  joint. 
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In  taking  a history,  it  is  extremely  important  to 
review  the  patient’s  posture  during  all  hours  of  day 
and  night,  and  essentially  during  work  and  diversion. 
Most  of  us  don’t  slouch  in  the  standing  position,  but 
we  have  very  poor  sitting  and  sleeping  habits.  Unfor- 
tunately, these  patients  must  be  instructed  in  the 
correct  posture  to  assume  in  all  positions  day  and 
night.  Proper  chairs  and  desks  for  the  executive  and 
his  secretary,  adequate  shoes  for  the  ladies  and  a firm 
mattress  over  a 5/8th’s  inch  thick  plywood  panel  are 
healthy  steps  in  the  right  direction. 

There  is  very  little  that  we  can  do  to  correct 
congenital  malformations  or  spondylolisthesis  that  cause 
mechanical  defects  in  the  low  back  (4).  If  this  is  true, 
why  tell  the  patient  he  has  a severe  irreversible  pro- 
blem? All  you  do  is  scare  him  into  a life-time  of 
invalidism. 

These  malformations,  such  as  sacralization,  abnormal 
and  long  transverse  processes  affect  mobility.  The 
group  of  clefts  and  pseudoarthroses  and  spondylolis- 
thesis affect  stability. 

There  are  also  as  many  narrowed  intervertebral  discs 
in  “normal  people  as  those  with  low-back  pain.  There- 
fore, I have  always  wondered  why  the  roentgenologist 
usually  reads  a narrowed  intervertebral  space  as  “dis- 
cogenic  disease ”.  This  euphony,  more  times  than 
necessary,  is  interpreted  erroneously  to  the  patient 
with  chronic  low-back  pain  as  a lumbar  herniated 
nucleus  pulposum  which  may  require  surgery  in  the 
future. 

The  physician  should  explain  to  the  patient  that  he 
has  a congenital  defect  seen  in  some  ten  percent  of  our 
normal  population  and  usually  of  no  importance.  He 
should  also  point  out  the  sequence  of  degenerative 
changes  and  the  need  for  life-long  attention  to  good 
body  mechanics.  It  has  not  been  my  experience 
that  the  low-back  pain  of  people  with  congenital 
malformations  lasts  any  longer  nor  is  more  recurrent 
than  from  other  causes. 

About  90  percent  of  patients  with  chronic  lumbar 
pain  fall  within  these  five  categories  of  etiology.  In 
addition,  a myriad  of  other  diagnoses  must  be  con- 
sidered, especially  referred  pain  from  intraabdominal 


and  intrapelvic  visceral  and  other  structures  and  prima- 
ry and  metastatic  cancerous  lesions. 

The  elderly  patients  with  osteoporosis  and  collapsed 
vertebrae  come  seeking  aid.  For  them  I recommend 
a high  lumbosacral  corset  or  a Knight-Taylor  back 
brace.  I have  tried  Calcium  Fluoride  in  a few  patients 
but  do  not  have  enough  experience  to  comment  on 
its  value.  It  must  be  given  daily  for  from  three  to  four 
months  before  relief  of  pain  appears. 

Finally  to  summarize,  low-back  pain  plagues  prac- 
tically all  of  us  at  one  time  or  another,  as  an  acute 
injury  when  we  are  young  or  degenerative  disease 
as  we  grow  older.  The  diagnosis  of  chronic  low-back 
is  made  usually  from  the  history.  Physical  examination, 
roentgenograms  and  other  laboratory  studies  including 
the  electromyogram  only  collaborate  the  diagnosis. 
The  treatment  is  conservative:  bed  rest,  local  heat, 
analgesics  and  back  flexion  exercises  during  the  acute 
exacerbation.  Subsequently,  a study  of  the  patient’s 
posture  habits,  and  correction  of  faulty  ones  is  neces- 
sary. 

Some  patients  do  not  improve  with  conservative 
means.  These  require  further  studies.  Once  organic 
disease  is  ruled  out,  then  and  only  then,  psychological 
and  socio-economical  reasons  for  prolonging  the  pro- 
blem must  be  considered.  Surgery  is  also  a useful 
tool  in  decompressing  pinched  lumbar  nerve  roots 
with  irreversible  and  continuing  nerve  damage.  Other 
than  this,  it  does  not  have  much  indication  in  the 
chronic  low-back  syndrome  and  should  not  be  at- 
tempted in  controversial  or  emotionally  unstable  pa- 
tients. 
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Peritoneal  dialysis  is  extensively  used  to  sustain 
the  life  of  chronic  renal  insufficiency  patients, 
as  well  as  in  the  therapy  of  acute  renal  failure,  intract- 
able congestive  heart  failure  and  in  the  removal  of 
dialyzable  poisons.  Onee  the  initial  technical  dif- 
ficulties were  surmounted,  the  procedure  has  been 
widely  accepted  because  of  its  relative  ease  to  perform 
and  almost  absent  financial  investment  in  equipment 
necessary  to  initiate  the  program. 

A chronic  peritoneal  dialysis  program  was  initiated 
in  our  institution  on  July  1968.  This  report  will  exa- 
mine our  experience  with  the  first  group  of  seven 
patients  (Table  I)  as  of  November  1969.  We  have 
incorporated  four  more  patients  and  lost  one  since  then. 
A total  of  321  dialysis  were  performed  in  this  period 
of  time  and  520  chronic  procedures  have  been  per- 
formed until  March  1970. 

The  patients  were  incorporated  on  a first  come 
first  served  basis  provided  certain  medical  criteria 
were  met.  These  patients  were  considered  possible 
candidates  as  soon  as  irreversible  kidney  failure  was 
detected  and  their  uremia  could  no  longer  be  controlled 
by  conservative  medical  management.  The  appearance 
of  early  symptoms  of  complications  of  uremia  were 
considered  clear  indications  to  initiate  therapy.  These 
patients  were  free  of  chronic  and  systemic  diseases 
such  as  diabetes,  lupus  erythematosus,  cancer,  leukemia 
and  cirrhosis.  They  have  been  mentally  stable  despite 
the  stressful  situations  produced  by  their  condition. 
No  previous  abdominal  surgery  which  may  disqualify 
a patient  was  present. 

Patients  were  dialyzed  by  the  multiple  puncture 
technic  for  36  hours  every  week.  Initially  all  patients 
had  pre  and  post  dialysis  BUN,  serum  creatinine,  serum 
electrolytes,  hematocrit  and  hemoglobin.  Electrocardio- 
grams, chest  x-rays,  serum  transaminases,  lactic  dehy- 
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drogenase,  serum  phosphorous,  serum  calcium,  alkaline 
phosphatase,  total  protein,  A/g  ratios,  and  x-rays  of 
hands  and  wrists  were  done  periodically.  Each  week 
they  were  evaluated  for  congestive  heart  failure,  peri- 
carditis, edema,  central  nervous  system  changes,  peri- 
pheral neuropathy,  hypertension  and  weight  gain. 

The  complementary  medical  management  was  based 
on  a 60  grams  protein  diet.  The  patients  were  allowed 
4 grams  of  salt  initially,  and  were  later  titrated  accord- 
ing to  blood  pressure  fluctuations  and  the  degree  of 
fluid  accumulation.  A non  protein  caloric  supplement 
of  500  calories  was  added.  Oral  fluids  were  restricted 
according  to  the  urinary  output.  Hypertension  was 
treated  with  varying  doses  of  alphamethyldopa,  hy- 
dralazine, reserpine  or  guanethidine  depending  on  the 
severity  or  refractoriness  of  the  hypertension.  Alu- 
minum hydroxide  gel  was  used  to  decrease  the  phospha- 
te absortion  from  the  gut.  Those  who  developed 
peripheral  neuropathy  were  given  vitamin  Bj2  in- 
jections. All  the  patients  were  given  folic  acid  and 
vitamin  B complex.  Cation  exchange  resins,  kay- 
exalate,  were  used  orally  whenever  there  was  a ten- 
dency to  accumulate  potassium. 

Clinical  Results  (Table  II) 

We  obtained  good  control  of  hypertension  whenever 
the  patients  were  moderately  dehydrated  and  salt 
restricted  during  dialysis.  However  this  beneficial 
effect  was  lost  between  dialysis  following  dietary 
indiscretions.  Fluid  and  salt  overload  was  evident 
in  patients  J.  0.  and  M.  R.  who  frequently  returned 
to  dialysis  with  varying  degrees  of  congestive  heart 
failure,  massive  edema  and  ascites  accumulation.  Two 
patients  exhibited  very  mild  non-symptomatic  peri- 
carditis detected  by  auscultation  and  x-ray.  A third 
patient,  F.  R.,  developed  severe  pericarditis  with  ef- 
fusion which  subsided  with  dialysis.  This  same  pa- 
tient suffered  2 cardiac  arrests  which  were  success- 
fully treated.  Ascites  has  been  a frequent  finding 
especially  in  J.  0.,  M.  R.  and  A.  R. 

Out  of  7 patients,  4 have  been  free  of  peripheral 
neuropathy  manifestations,  3 of  which  have  normal 
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TABLE  1:  CHRONIC  PERITONEAL  DIALYSIS 


Patient 

Age 

Diagnosis 

Months  on  Dialysis 

Number  of  Dialysis 

J.O. 

32 

CGN 

15 

59 

A.M. 

56 

CGN 

15 

56 

M.R. 

56 

CGN 

14 

53 

W.  R. 

47 

CGN  ? CPN 

9 

42 

A.  R. 

42 

CGN 

14 

53 

E.M. 

39 

CGN 

10 

46 

F.  R. 

46 

CGN 

4 

12 

321 

TABLE  II: 

CHRONIC  PERITONEAL  DIALYSIS  PROGRAM 
CLINICAL  RESULTS 

J.O. 

A.M. 

M.R. 

W.R. 

A.  R. 

E.M. 

F.R. 

No.  of  Dialysis 
Control  of  hyper- 

59 

56 

53 

42 

53 

46 

12 

tension 

Poor 

Poor 

Poor 

Modest 

Poor 

Modest 

Poor 

Episodes  of  CHF 

20 

0 

14 

0 

0 

0 

2 

Pericarditis 

1 

0 

0 

0 

0 

1 

Severe 

Pleural  effusion 

4 

0 

17 

0 

0 

0 

Persistent 

Cardiac  arrest 

0 

0 

0 

0 

0 

0 

2 

Peripheral  edema 

Frequent 

0 

Severe 

Occ 

0 

0 

0 

Ascites 

Frequent 

Occ 

Frequent 

Mod 

Severe 

Occ 

0 

Gouty  Arthritis 

Secondary  Hyper- 

Yes 

0 

0 

0 

0 

Yes 

0 

parathyToidism 

Polyneuritis: 

0* 

0 

0* 

0 

0*+ 

0 

0 

Symptoms 

0 

0 

Severe  pain 

& motor 

loss 

0 

Motor  loss 

0 

Pain  & 

motor  loss 

DTR 

N 

N 

Absent 

N 

Absent 

N 

Absent 

V ibration  sense 

Peroneal  nerve 

Absent 

N 

Absent 

N 

Absent 

N 

Absent 

Conduction 

Delayed 

N 

Unobtain- 

able 

N 

Delayed 

N 

Sensorium 

N 

N 

Comatose 

(x3) 

N 

Comatose 

(xl) 

N 

Comatose 

Work  capacity 

Active 

Active 

Disabled 

Active 

Disabled 

Active 

Disabled 

* - See  Text 

+ - Since  date  of  initial  report  developed  severe  metastatic  calcifications  and  demineralization  of  bone.  Recently  underwent  subtotal 
parathyroidectomy. 
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TABLE  III:  CHRONIC  PERITONEAL  DIALYSIS  PROGRAM 
LABORATORY  RESULTS 


J.O. 

A.M. 

M.R. 

W.R. 

A.  R. 

E.  M. 

F.  R. 

Average 
for  Group 

Wt.gain  between 

Dy 

10.8 

6.5 

8.1 

8.4 

10.0 

7.42 

8.4 

8.52 

BUN  Pre/Post* 

78/49 

74/41 

69/45 

76/46 

78/48 

91/58 

77/39 

78/47 

Creatinine  Pre/Post* 

22.1/13.9 

15.0/9.3 

17.1/10.6 

24.3/17.7 

20.2/12.8 

17.0/13.2 

16.4/10.8 

18.9/12.6 

K Pre/Post* 

5. 6/4.6 

4.6 

5. 1/4.4 

4.4 

6. 9/5. 8 

5.8 

4.9/4.4 

4.4 

5.6/4.6 

4.6 

5. 8/4.9 

4.9 

5.8/5. 1 

5.1 

5. 7/4. 8 
4.8 

* - Average  of  all  determinations  done. 

peroneal  nerve  conduction.  M.  R.  became  severely 
incapacitated  with  excruciating  burning  sensation  of 
the  feet  and  loss  of  motor  function  of  the  legs.  A.  R. 
was  disabled  with  motor  loss  for  sometime  but  has 
slowly  and  steadily  improved.  F.  R.  had  severe  pain 
in  the  lower  extremities  in  addition  to  motor  loss. 

M.  R.  was  admitted  comatose  in  3 different  occasions 
but  promptly  improved  after  dialysis  without  a clear 
explanation  for  the  loss  of  consciousness.  A.  R.  was 
admitted  comatose  on  one  occasion  following  severe 
dehydration  after  a bout  of  explosive  watery  diarrhea. 
His  management  required  extensive  fluid  replacement. 
After  4 months  of  therapy  F.  R.  became  comatose 
between  dialysis.  When  a left  sided  hemiparesis  was 
discovered  it  was  decided  to  discontinue  his  chronic 
dialysis  program. 

Of  the  i patients,  4 have  returned  to  reasonable 
active  life  and  participate  in  family  affairs.  J.  0.  is 
working  5 days  a week  as  an  accountant.  E.  M., 
W.  R.,  and  A.  M.  are  not  working  but  lead  a very 
active  life  between  dialysis.  The  physical  activity 
of  these  patients  reflects  and  closely  parallels  the 
presence  of  neuropathy. 

Only  2 patients,  J.  0.  and  E.  M.  have  suffered 
from  gouty  arthritis  with  elevated  uric  acid  levels. 
Symptoms  and  uric  acid  levels  were  controlled  with 
allopurinol.  Although  we  have  not  been  able  to 
elicit  clear  cut  X-ray  evidence  of  secondary  hyper- 
parathyroidism, J.  0.,  M.  R.  and  A.  R.  have  had  mar- 
kedly elevated  serum  alkaline  phosphatase  values  re- 
peatedly without  hypercalcemia. 

The  mean  predialysis  BUN  (Table  III)  for  the  group 
has  been  78  mg  percent  dropping  usually  to  60  per- 
cent of  the  initial  value,  with  serum  creatinine  falling 


TABLE  IV:  CHRONIC  PERITONEAL  DIA- 
LYSIS PROGRAM 


Transfusion  Requirements 


Total  Units 

Packed  Cells 

Units/mo 

J.O. 

11 

0.73 

A.M. 

0 

0 

M.R. 

13 

0.92 

W.  R. 

14 

1.55 

A.  R. 

12 

0.85 

E.  M. 

5 

0.50 

F.  R. 

1 

0.25 

Average 

0.68 

to  66  percent  of  the  predialysis  level.  Although  pre- 
dialysis potassium  level  has  been  on  the  high  side, 
only  rarely  they  reached  life  threatening  levels.  How- 
ever when  predialysis  potassium  persistently  remained 
above  6.5  mEq.,  oral  kayexalate  was  added  between 
dialysis. 

The  transfusions  requirements  (Table  IV)  varied 
enormously  from  patient  to  patient.  In  a few  the 
increased  requirements  were  related  to  the  develop- 
ment of  intraperitoneal  bleeding  during  dialysis.  The 
average  requirement  for  the  group  was  0.68  units 
of  packed  red  cells  per  month  ranging  from  none 
in  15  months  of  dialysis  for  A.  M.  to  1.55  units 
per  month  for  W.R.  in  9 months  of  dialysis. 

Complications  (Table  V) 

Moderate  to  severe  abdominal  pain  was  the  most 
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TABLE  V:  CHRONIC  PERITONEAL  DIALYSIS  PROGRAM 
COMPLICATIONS  OF  DIALYSIS 


J.O. 

A.M. 

M.R. 

W.R. 

A.  R. 

E.M. 

F.R. 

Total 

Pain 

2 

2 

7 

0 

4 

5 

0 

20 

Leakage 

2 

0 

3 

1 

0 

1 

0 

7 

Leg  Cramps 

4 

2 

0 

0 

0 

0 

0 

6 

Extravasation 

1 

0 

0 

1 

0 

0 

0 

2 

Intraperitoneal 

bleeding 

2 

% 

6 

2 

1 

2 

1 

16 

Perforation 

0 

0 

0 

0 

0 

0 

0 

0 

Hypertension 

0 

1 

4 

1 

1 

6 

1 

14 

Hypotension 

5 

1 

0 

1 

0 

0 

0 

7 

CHF 

1 

0 

1 

0 

0 

0 

0 

2 

CNS 

3 

0 

2 

0 

1 

0 

1 

7 

Peritonitis 

0 

0 

1 

0 

0 

0 

0 

1 

frequent  complaint  registered  with  20  reports  in  321 
dialysis.  Leakage  of  dialysate  around  the  cannula 
was  reported  in  7 instances  and  was  more  a nuisance 
than  a real  complication.  Leg  cramps  and  rarely 
cramps  of  the  hands  and  jaw  were  provoked  in  7 
instances  in  2 patients,  J.  0.  and  A.  M.  This  was 
almost  invariably  produced  following  dehydrating  dia- 
lysis to  remove  excessive  fluid  accumulation.  The 
cramps  subsided  promptly  after  the  intravenous  ad- 
ministration of  100  to  500  cc.  of  normal  saline. 

Extravasation  of  dialysate  into  the  subcutaneous 
space  with  dissection  and  edema  collection  into  the 
lower  abdomen  and  genitalia  was  observed  in  2 oc- 
casions. The  edema  disappeared  spontaneously  after 
3 to  4 days.  The  second  most  frequent  complication 
seen  in  16  occasions  was  mild  to  severe  intraperitoneal 
bleeding.  In  two  patients,  J.  0.  and  M.  R.  the  bleeding 
was  significant  enough  to  provoke  changes  in  the 
hemodynamic  functions  which  required  several  trans- 
fusions of  whole  blood.  However,  bleeding  stopped 
spontaneously  16  to  24  hours  later.  Only  in  F.  R. 
the  severity  of  the  bleeding  was  such  that  he  required 
an  exploratory  laparotomy,  where  a lacerated  mesen- 
teric vessel  was  ligated.  A new  cannula  was  placed 
under  visual  control  and  dialysis  was  restarted  6 hours 
after  surgery  without  further  complications.  He  was 
dialyzed  thereafter  with  the  multiple  puncture  technic 
for  four  months  without  additional  technical  difficul- 
ties. 

In  321  dialysis  performed  in  this  group  and  in  239 
additional  dialysis  performed  since  then,  not  a single 


episode  of  viscus  perforation  has  been  produced. 

The  development  of  intradialysis  hypertension  was 
noticed  14  times.  This  elevation  of  blood  pressure 
ranged  from  mild,  not  requiring  therapy,  to  frankly 
severe  levels  with  a diastolic  pressure  of  140  mm  Hg., 
necessitating  the  use  of  parenteral  hydralazine  for  its 
control.  Hypotension  was  noticed  7 times  and  almost 
invariably  following  eager  fluid  removal.  The  hypo- 
tensive episodes  responded  promptly  to  the  restitution 
of  plasma  volume  with  parenteral  saline. 

In  two  patients,  J.  0.  and  M.  R.,  an  episode  of  frank 
congestive  heart  failure  developed  at  the  beginning  of 
the  dialysis.  The  abdomen  was  emptied  immediately 
with  prompt  relief.  One  liter  of  7 percent  glucose 
dialyzing  solution  was  then  infused  and  drained  in 
about  15  to  30  min.  This  was  repeated  until  an 
excess  of  600  to  800  cc.  were  removed.  Dialysis 
was  continued  without  recurrence  of  the  congestive 
heart  failure. 

On  7 instances  central  nervous  system  changes 
were  reported.  These  complaints  generally  consisted 
of  headaches,  nausea,  vomiting  and  varying  degrees 
of  mental  cloudiness.  In  2 occasions,  in  patients 
J.  0.  and  M.  R.,  it  progressed  into  frank  coma. 
The  coma  was  interpreted  to  be  due  to  cerebral 
dehydration.  Serum  osmolality  and  blood  sugar  were 
not  strikingly  elevated  as  in  the  hyperosmolar,  non- 
ketotic hyperglycemic  coma.  Both  patients  were 
given  normal  saline  intravenously  and  recovered  fully 
in  24  and  36  hours,  respectively.  Only  one  episode 
of  peritonitis  was  noticed  in  the  321  dialysis  performed. 
Tne  clinical  picture  subsided  in  4 days  and  did  not 
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interfere  with  the  continuation  of  the  dialysis  program 
in  the  affected  patient. 

Summary 

The  feasibility  to  care  and  prolong  the  life  of  pa- 
tients who  otherwise  would  have  died  is  once  more 
demonstrated.  The  patients  should  be  started  quite 
early  before  the  first  signs  of  peripheral  neuropathy 
develop  in  order  to  accomplish  the  best  recovery 
of  function  and  rehabilitation.  We  are  now  doing 
periodic  evaluation  of  nerve  conduction  in  uremic 
patients  who  are  still  controlled  medically.  We  feel 
the  chances  to  develop  neurological  complications  will 
be  minimized  if  these  patients  are  started  on  dialysis 
as  soon  as  delayed  nerve  conduction  is  ascertained. 

Strict  adherence  to  dietary  and  fluid  restriction  are 
mandator)'  to  prevent  hypertension  and  congestive 
heart  failure.  These  two  complications  were  the  most 
frequent  found  in  our  group.  The  disability  produced 
ranked  next  to  polyneuritis. 

The  number  and  severity  of  the  complications  as 
well  as  the  inconvenience  of  a 36  hour  hospitalization 


reduces  the  patient’s  acceptability,  especially  when 
compared  to  hemodialysis.  On  the  other  hand,  the 
procedure  has  been  simplified  to  a degree  where  it 
can  be  performed  rather  safely  in  most  hospitals 
without  requiring  heavy  investment  in  equipment.  The 
simplified  procedure  makes  possible  the  fast  training 
of  personnel.  With  an  increased  ability  to  maintain 
these  patients  alive  and  reasonably  well  for  an  ex- 
tended period  of  time,  it  will  be  possible  to  select 
the  best  candidates  for  the  scarce  hemodialysis  open- 
ings. It  will  also  allow  for  the  evaluation  and  prepa- 
ration of  kidney  transplant  recipients  without  imposing 
them  to  an  overcrowded  hemodialysis  facility,  thus 
reserving  hemodialysis  for  the  immediate  pretransplant 
period. 

Addendum 

Since  the  preparation  of  this  report  in  November 
1969,  patient  A.  R.  developed  a full  blown  clinical 
picture  of  secondary  hyperparathypoidisuin  with  severe 
metastatic  calcifications  and  bone  resorption  which 
recently  required  subtotal  parathyroidectomy. 


BLOOD  GROUP  AND  SECRETOR 
STATUS  IN  TROPICAL  SPRUE 


Rodrigo  Menéndez-Corrada,  MD 
Aida  I.  Fernández,  BS,  MT 


The  reality  of  some  associations  between  blood 
groups  and  disease  is  supported  by  several  ar- 
ticles in  the  medical  literature  but  is  denied  as  falla- 
cious by  no  less  an  authority  in  the  field  of  blood 
groups  as  Alexander  Weiner.  To  delve  into  this 
controversy  is  not  the  intention  of  this  paper  though 
we  cannot  resist  the  temptation  of  confessing  that 
our  sympathy  lies  closer  to  Clarke  (1)  when  he  states 
“Blind  unbelief  is  sure  to  err”  than  to  Weiner  (2) 
when  he  accuses  his  opponents  of  “perpetrating  and 
perpetuating  blood  group  mythology”.  Our  purpose 
here  is  to  divulge  what  we  have  found  out  in  the 
specific  subject  of  tropical  sprue  and  blood  groups. 
This  is  not  virgin  ground  by  all  means;  a study  of  the 
ABO  and  RHQ  (D)  blood  group  distribution  in  the 
related  subject  of  nontropical  sprue  has  been  published 
by  Joske  and  Benson  (3)  and  Bayless  (4)  has  mentioned 
the  ABO  blood  group  distribution  in  89  patients  with 
tropical  sprue.  However  we  are  also  reporting  here 
our  studies  on  the  secretor  status  of  tropical  sprue 
patients  (ability  to  secrete  ABO  antigen  in  their  saliva) 
a subject  also  closely  related  to  blood  groups  and  to 
the  best  of  our  knowledge  hitherto  unexplored. 

Materials  and  Methods 

A total  of  40  male  patients  from  the  San  Juan  V.  A. 
Hospital  in  whom  the  diagnosis  of  tropical  sprue  had  been 
established  by  the  clinical  picture,  the  malabsorption  tests,  the 
jejunal  biopsy  and  the  presence  of  megaloblastic  anemia  respon- 
sive to  folic  acid  and  vitamin  Bj2  were  studied.  In  all  these 
patients  the  ABO  and  RHq  (D)  phenotypes  were  determined 
by  the  standard  blood  bank  procedures  using  commercial 
antisera.  The  secretor  status  of  these  patients  was  determined 
in  fresh  specimens  of  their  saliva  with  a commercial  anti-ABH 
lectin*  according  to  the  instructions  issued  by  the  manufac- 

*Hyland  Division  of  Travenol  Laboratories,  Inc.,  Los  An- 
geles, Calif. 


From  the  Hematology  Section,  Medical  Service;  the  General 
Medical  Research  Laboratory,  V.  A.  Hospital,  San  Juan,  Puerto 
Rico;  and  the  University  of  Puerto  Rico  School  of  Medicine, 
San  Juan,  Puerto  Rico 


turers  for  the  inhibition  test.  The  salivas  of  40  males  hospital 
employees  who  appeared  to  be  in  good  health  were  also  tested 
for  blood  group  secretor  substance  in  exactly  the  same  manner 
as  in  the  sprue  patients,  to  serve  as  a control  group. 

Results 

In  Table  I we  present  the  distribution  of  the  ABO 
and  RhQ  (D)  phenotypes  in  the  tropical  sprue  pa- 
tients as  compared  to  the  distribution  of  the  same 
blood  groups  in  the  Puerto  Rican  population  in  ge- 
neral (5)  and  to  a group  of  323  other  veteran  male 
patients  consecutively  typed  at  the  hospitals  blood 
bank  during  a period  of  time  that  corresponds  to  the 
sprue  study.  The  tropica]  sprue  patients  appear  to 
differ  from  the  two  control  groups  mainly  in  exhibit- 
ing an  excessive  frequency  of  0 blood  group  and  a 
dearth  of  blood  groups  B and  A.  Impressive  as  this 
difference  appears  to  be  “a  prima  facie  ’’when  one  sub- 
mits it  to  a statistical  random-frequency  test  such 
as  the  Chi-square  test  one  obtains  a value  that  does 
not  permit  the  conclusion  that  the  difference  is  not 
perhaps  due  to  chance  (X2=  2.1,  p = approx  0.40). 

In  respect  to  secretor  status  our  survey  indicates 
that  tropical  sprue  patients  are  no  different  from  the 
control  group  chosen.  It  is  perhaps  a reflection  upon 
the  peculiarities  of  sampling  that  our  control  group 
conformed  to  the  expected  secretor  - non-secretor 
ratio  of  80:20  reported  in  most  populations,  up  to 
the  30th  person  tested.  The  next  10  individuals  tested 
yielded  so  many  non-secretors  that  the  final  distribution 
of  the  control  group  corresponded  exactly  to  the  pa- 
tient group;  72.5  percent  secretors  to  27.5  percent 
non-secretors  (Table  II).- Thus  both  groups  appear  to  de- 
viate from  the  normal  but  when  the  Chi  square  test  is 
applied  the  results  do  not  permit  the  conclusion,  with 
any  degree  of  certainty,  that  something  else  than 
chance  was  operating  to  produce  the  difference. 

Discussion 

Tropical  sprue  is  a disease  of  unknown  etiology. 
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TABLE  I: ABO  AND  RhQ(D)  + DISTRIBUTION  OF  40  PATIENTS  WITH 


SERIES 


Tropical  Sprue 
Number 
Percent 


27 

67.5 


Control  A 

San  Juan  VA  Hosp.  patients: 

Number  179 

Percent  55.4 

Control  B 

Puerto  Rican  Population  in 
general: 

Number  16428 

Percent  53.79 


10 

25 


108 

33.5 


10705 

35.06 


The  fact  that  this  disease  is  confined  to  the  tropical 
or  subtropical  areas  suggests  that  environment  factors 
are  at  work.  In  the  other  hand  it  seems  that  even 
in  the  tropics  light  skinned  persons  are  more  susceptible 
to  the  disease  than  the  very  dark  ones.  Thus  both  an 
environmental  agent  and  constitutional  factors  perhaps 
interplay  to  explain  the  peculiar  incidence  of  the 
disease.  In  a search  for  genetic  traits  that  may  be  re- 
lated to  the  racial  or  ethnic  susceptibility  that  seems 
involved  we  have  begun  to  study  the  blood  group  dis- 
tribution of  tropical  sprue  patients.  Our  first  survey 
reveals  an  unusual  incidence  of  blood  group  0 among 
patients  with  tropical  sprue  as  compared  to  the  nor- 
mal population  but  statistical  analysis  does  not  support 
the  hypothesis  that  this  is  necessarily  due  to  increased 
susceptibility  to  the  disease  among  bearers  of  that  blood 
type.  There  is  a superficial  similarity  between  our  re- 
sults and  those  of  Joske  and  Benson  among  nontropical 
sprue  patients.  They  also  found  an  unusual  incidence 
of  blood  group  0 among  their  patients  hut  with  the 
important  difference,  as  compared  to  our  study,  that 
in  their  control  group  the  incidence  of  blood  group  0 
was  much  lower  (percentage  of  blood  group  0 in  U.  S. 
population  45  percent,  percentage  among  Puerto  Ricans 
54  percent).  Thus  the  preponderance  of  blood  group 
0 appears  to  be  significant  in  their  case  while  it  does 
not  appear  to  be  so  in  ours.  Similar  conclusions  can 
be  drawn  as  to  the  secretor-non-secretor  status  of 
tropical  sprue  patients;  although  the  incidence  of 
non-secretors  is  slightly  above  the  expected  level  as 


BLOOD  GROUPS 

B 

AB 

RhJD)  + 

1 

2 

34 

2.5 

5.0 

92.5 

28 

8 

282 

9.0 

2.5 

87.3 

2695 

708 

27676 

8.83 

2.32 

90.64 

TABLE  II 

Series 

Secretors 

Non-Secretors 

1.  Tropical  Sprue 

Number 

29 

11 

Percent 

72.5  percent 

27.5  percent 

2.  Healthy  Controls* 

Number 

29 

11 

Percent 

72.5  percent 

27.5  percent 

* Forty  male  Veterans  Administration  Puerto  Rican  employees 
in  apparent  good  health. 


compared  to  other  populations  studied  it  is  not  sig- 
nificant when  compared  to  the  control  Puerto  Rican 
group. 

Summary 

A study  of  the  ABO,  RhQ(D)  and  secretor  status 
(ability  to  secrete  ABO  antigen  in  their  saliva)  dis- 
tribution on  40  tropical  sprue  patients  from  Puerto 
Rico  failed  to  yield  statistically  valid  proof  that  there 
is  increased  susceptibility,  or  conversely  unusual  re- 
sistance to  the  disease  related  to  possession  of  anyone 
of  the  blood  group  antigens  studied. 
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Resumen 

Nuestros  estudios  de  la  distribución  de  los  grupos 
sanguíneos  ABO  y RhQ(D)  en  40  pacientes  varones 
adultos  con  esprú  tropical  arrojan  una  frecuencia  inu- 
sitada del  grupo  0 comparados  con  la  población 
puertorriqueña  en  general.  Sin  embargo,  cuando  some- 
temos ese  dato  a análisis  estadístico  no  obtenemos 
prueba  de  que  la  diferencia  sea  significativa.  Algo  pare- 
cido ocurre  con  la  habilidad  para  secretar  substancias 
hidrosolubles  de  grupos  sanguíneos  en  la  saliva  - hay 
una  ligera  preponderancia  de  no-secretores  en  esprú 
tropical  comparados  con  individuos  de  otras  naciones, 
pero  no  en  comparación  a la  población  puertorriqueña 
de  origen. 
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Jorge  0.  Just  Viera,  Presidente 
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Ave.  Fernández  Juncos  Núm.  1305 
Apartado  de  Correos  9387 
Santurce,  P.  R.,  00908 

Dear  doctor  Just: 

The  conception  of  an  annual  Doctor  Ramón  M. 
Suárez  Conference  is  a great  testimonial  to  an  out- 
standing man.  Indeed,  in  the  perspective  of  medical 
history  in  our  country,  no  other  Puertorrican  has  so 
singularly  contributed  to  the  creation  and  advance- 
ment of  the  discipline  of  clinical  investigation  or 
given  dignity  and  privileged  position  to  the  medical 
profession. 

I have  read  the  incisive  and  excellent  conference 
given  by  Doctor  Ignacio  Chávez,  published  -in  the 
January  1970  issue  of  the  Boletín,  with  admiration. 
Nevertheless,  I must  take  exception  to  a statement 
made  by  this  illustrious  physician  during  the  course 
of  his  far-reaching,  moral,  ethical  and  philosophical 
statement.  On  Page  8 of  the  January  Boletín  he 
says  (italics  and  translation,  mine):  “It  is  the  case 
that  irrevocably  condemned  patients,  whose  final  stages 
may  be  prblonged  at  will  by  the  use  of  artifical  tech- 
niques, is  now  an  everyday  matter;  for  instance,  that 
of  uremics  with  totally  destroyed  kidneys  who  may  be 
sustained  precariously  through  hemodialysis  or  peri- 
toneal dialysis  . . . (but  who,  in  spite  of  treatment) 
have  no  human  life , only  a biological  one.  Bodies 
without  spiritual  life,  only  animal  life,  mutilated  in 
its  noblest  sense.  ” 

I have  left  out  of  this  quotation  a reference  made 
in  the  middle  of  the  statement,  referring  to  decere- 
brated patients  who  live  as  vegetables  for  protracted 
periods  of  time. 


I cannot  believe  that  Doctor  Chávez  was  belittling 
the  remarkable  advancement  that  has  been  the  use 
of  routine  dialytical  procedures  in  the  treatment  of 
the  patient  with  chronic  renal  disease.  This  is  widely 
recognized,  as  witnessed  by  the  fact  that  even  as 
important  a lay  publication  as  TIME  magazine  listed 
hemodialysis  as  being  among  the  major  contributions 
of  medicine  during  the  last  decade.  It  is  now  well 
accepted  that  this  form  of  treatment  can  not  only 
prolong  the  lives  of  patients  with  an  otherwise  fatal 
disease,  but  that  during  this  period  of  time  they 
can  return  to  society  as  human  beings  in  the  widest 
sense  of  the  word. 

As  a person  intimately  involved  in  the  use  of 
these  techniques  in  the  sustenance  of  patients  with 
renal  insufficiency,  I cannot  let  Doctor  Chávez  s state- 
ment be  erroneously  construed.  The  many  patients 
who  have  been  successfully  treated  by  hemodialysis 
are  hardly  “dead  in  life”  or  “bodies  without  spiritual 
life.” 

If,  on  the  other  hand,  Doctor  Chávez  s statement 
was  directed  to  the  case  of  the  decerebrate,  vegetative 
patient,  I agree  with  him  at  a practical  level.  Let’s 
not  forget,  however,  that  Glenway  Scott,  in  an  essay 
about  Scott  Fitzgerald,  said:  “The  difference  between 
a beautiful  and  an  ugly  death  is  in  the  eye  of  the  be- 
holder, the  heart  of  the  mourner,  the  brain  of  the 
survivor.” 


Sincerely  yours, 


Manuel  Martínez-Maldonado,  MD 
Associate  Director,  Renal  Section 
Baylor  College  of  Medicine 
Chief,  Hemodialysis  Unit  and 
Chief,  Renal-Metabolic  Laboratory 
Veterans  Administration  Hospital 


EDITORIAL 


EXTRACORPOREAL  HEMOFILTRATION  IN  SCHISTOSOMIASIS 


Mechanical  removal  from  venous  blood  of  adult  parasites,  such  as  Schistosoma  Mansoni  and 
Schistosoma  Japonicum  has  been  accomplished  successfully  by  a simple  surgical  procedure.  This 
new  operation  has  the  advantage  that  it  does  not  require  laparotomy,  but  only  two  relative  minor 
venous  “cutdown”  incisions.  The  worms  are  mobilized  from  the  various  venous  plexuses  in  which 
they  lodge  and  carried  into  the  inferior  vena  cava.  This  is  done  by  means  of  intravenous  injection 
of  tartar  emetic  (antimony  potassium  tartrate ),  which  activates  the  worms.  The  inferior  vena  cava 
is  effectively  occluded  by  a balloon  catheter  inserted  through  a saphenous  vein  cutdown.  The 
catheter  is  then  connected  to  a filter,  which  in  turn  is  attached  to  tubing  passing  through  a pump, 
leading  to  a plastic  catheter  lying  in  the  cephalic  vein  of  an  upper  extremity.  Heparin  is  given  be- 
fore the  catheters  are  inserted.  The  vena  cava  blood  is  filtered  and  returned  to  the  vein  of  the  upper 
extremity.  Worms  are  trapped  in  the  filter  from  where  they  are  recovered. 

Recently,  a group  of  investigators  from  Manhattan  and  San  Juan  Veterans’  Administration  Hos- 
pitals, have  used  a technique  for  introducing  a catheter  into  the  portal  vein  through  the  remnants 
of  the  unbilical  vein,  under  local  anesthesia.  This  allows  direct  access  to  the  portal  venous  system 
with  a relatively  minor  surgical  procedure,  and  catheters  can  be  left  in  situ  for  several  days  without 
apparent  harm  to  the  patient.  Surgeons  are  to  be  congratulated  for  developing  a technique  that 
probably  is  more  successful  than  chemotherapy  in  that  it  liberates  the  patient  of  a known  number 
of  adult  worms  in  a single  sitting,  from  none  to  several  hundreds. 

Now,  what  does  hemofiltration  of  parasites,  or  chemotherapy  for  that  matter,  do  to  the  disease 
process  in  a given  patient?  Among  these  are  tubercle  formation  and  fibrosis  resulting  from  the 
presence  of  eggs  in  the  tissues.  Has  the  patient  been  cured  or  even  improved  either  by  the  death 
of  or  by  the  removal  of  living  worms?  He  may,  or  may  not  be.  All  we  know  is  that  following 
chemotherapy  or  hemofiltration  he  has  fewer  worms  in  his  portal  system,  and  that  in  the  absence 
of  subsequent  reinfection  there  will  be  fewer  eggs  that  may  produce  further  tissue  damage.  Thus 
the  prognosis  of  the  disease  can  be  considered  more  favorable. 

Surgical  removal  of  adult  worms  providing  there  are  no  serious  complications  certainly  is  less 
potentially  harmful  than  chemotherapy.  Those  of  us  who  have  had  experience  with  anti-schisto- 
somal drugs  are  aware  of  the  undesirable  toxicity  of  this  form  of  therapy. 

It  is  conceivable  that  with  the  removal  of  parasites  by  surgical  means,  thus  decreasing  the  worm 
burden,  the  inmunological  defense  processes  in  the  patient  may  be  developed  or  enhanced  in  order 
to  further  combat  the  remaining  worms.  This  would  constitute  a significant  field  for  future  in- 
vestigation. 

In  Schistosomiasis  Mansoni,  the  only  type  of  schistosomiasis  found  in  Puerto  Rico,  we  would 
recommend  surgical  treatment  in  the  acute  phase,  and  also  in  the  intestinal  form  of  the  disease 
where  chronic  diarrhea  and  other  gastrointestinal  manifestations  are  prevalent.  Concerning  the 
late  “ burned  out”  visceral  or  hepatosplenic  stage  where  irreversible  tissue  changes  and  fewer  para- 
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sites  are  believed  to  be  present,  we  believe  this  form  of  therapy  has  investigative  value  only,  to 
confirm  or  disprove  whether  living  adult  worms  are  still  present  or  not. 

In  conclusion,  we  believe  that  the  removal  of  living  or  dead  adult  worms  by  a simple  surgical 
technique  is  a significant  achievement  in  the  control  of  schistosomiasis,  which  may  revolutionize 
the  therapy  of  this  dreaded  disease  in  man. 


Rafael  Rodriguez  Molina,  MD 


NOTICIAS 


JUNTA  DE  DIRECTORES 
1969-70 


Presidente:  E.  A.  Montalvo  Durand,  MD 
Presidente  Electo:  Fernando  J.  Cabrera,  MD 
Presidente  Saliente:  M.  A.  Iguina  Mora,  MD 
Vicepresidente:  Jaime  Reteguis,  MD 
Vicepresidente:  José  Abreu  Elias,  MD 
Vicepresidente:  Osvaldo  Lastra  Morales,  MD 
Presidente  Cámara  de  Delegados:  César  Rosa  F ebles,  MD 
Vicepres.  Cámara  de  Delegados:  José  M.  Rigau,  MD 
Secretario:  Rafael  Serra  Ramírez,  MD 
Tesorero:  Víctor  J.  Pagán,  MD 
Delegado  a la  AMA:  Carlos  Bertrán,  MD 
Delegado  Alterno  a la  AMA:  Ovidio  Rodríguez,  MD 

CONSEJOS 

Consejo  Judicial  y Administrativo 

Dr.  Jaime  A.  Olmo,  Presidente 

Dr.  Delfín  Bernal 

Dr.  Pedro  J.  Borrás 

Dr.  Luis  J.  Ortiz  Rivera 

Dr.  Víctor  González  Pimentel 

Dr.  Raúl  Franceschi 

Dr.  José  L.  Valderrábano 

Dr.  Julio  Rodríguez  Olmo 

Dr.  Raymond  Báez  Murphy 

Dr.  Eduardo  Medina  de  la  Baume 

Dr.  César  Fernández  Pedro 

Dr.  Mario  Dávila  Riefkohl 

Consejo  de  Servicios  Médicos 

Dr.  Efraín  Torres  Castaing,  Presidente 

Dr.  Egidio  S.  Colón  Rivera 

Dr.  Eduardo  Mirabal 

Dr.  Angel  E.  Pou  Lines 

Dr.  Frederick  J.  González 

Dr.  Lino  Feliciano 

Dr.  Cristino  S.  Colón  Arvelo 


Dr.  Manuel  Torres  Aguiar 
Dr.  Alberto  E.  Sánchez 

Dr.  José  Roberto  Fumero 
Sr.  José  Rivera  Escalona 
Sr.  Práxedes  Norat 
Sr.  Gustavo  Bauer 

Consejo  de  Política  Pública 

Dr.  Félix  S.  Vilella  Suau,  Presidente 

Dr.  Ovidio  Rodríguez 

Sr.  José  Rivera  Escalona 

Ledo.  Edgardo  J.  Urrutia 

Dr.  Martín  A.  Iguina  Mora 

Dr.  Fernando  J.  Cabrera 

Dr.  Andrés  Salazar 

Dr.  Osvaldo  Lastra 

Dr.  Jaime  Reteguis 

Dra.  Jeannie  Ubiñas 

Dr.  Freddie  Borrás 

Dr.  Gilberto  Rodríguez 

Dr.  Egidio  Colón  Rivera 

Sr.  Martín  Pastor 

Dr.  Manuel  Torres  Aguiar 

Consejo  de  Salud  Pública 

Dr.  Nelson  A.  Fernández  López,  Presidente 

Dr.  José  M.  Torres  Ramos 

Dr.  Héctor  Duvergé 

Dr.  José  M.  Pórtela 

Dr.  Florencio  Sáez,  Jr. 

Dr.  Víctor  M.  Pagán 

Dr.  Rafael  Carrasquillo  Bauzá 

Dr.  Jubo  E.  Frank 

Dr.  Modesto  Cobián  Tormos 

Dr.  Juan  Basora  Defilló 

Dr.  José  M.  Badía 

Dr.  Pedro  L.  Nieves  López 

Dr.  Isidro  Martínez 

Dr.  Angel  Alberto  Colón 

Dr.  José  R.  Suárez  Amadeo 

Dr.  Rafael  Correa  Coronas 


131 


132 


Volumen  62 
Núm.  4 


No  ticias 


Consejo  de  Relaciones  Públicas 

Dr.  Angel  Rodríguez,  Presidente 

Dra.  Hilda  García  de  la  Noceda 

Dr.  José  D.  Pagan 

Dra.  Lillian  Ferrer 

Dra.  Pura  Suárez 

Dr.  Francisco  Carballo 

Dr.  Rafael  Martínez  del  Valle 

Dr.  Pedro  Ortiz  Santiago 

Dr.  Víctor  M.  Pagán 

Sr.  Jesús  Látimer 

Ledo.  Edgardo  J.  Urrutia 

Sr.  Doel  R.  García 

Dr.  Eliseo  Boneta 

Dr.  Miguel  A.  Colón  Morales 

Dr.  Rafael  Coca  Mir 

Dr.  Jaime  Rivera  Dueño 

Consejo  de  Educación  Médica 
Dr.  Eli  A.  Ramírez,  Presidente 
Dr.  Germán  Malaret 
Dr.  Adán  Nigaglioni 
Dr.  José  E.  López 
Dr.  Manuel  de  Jesús 
Dr.  Cristino  Colón  Arvelo 
Dr.  Francisco  Sifre 
Dr.  Jerry  Anderson 
Dr.  Carlos  Armstrong  Ressy 
Dra.  Pura  Suárez 
Dr.  Ibrahim  Pérez 
Dr.  José  Soler  Zapata 
Dr.  Francisco  Olazábal 
Dr.  Julio  Víctor  Rivera 
Dr.  José  F.  Fernández 
Dr.  Norman  Maldonado 
Dr.  Joaquín  Soler  Bechara 
Dr.  Egidio  S.  Colón  Rivera 

COMITES 

Junta  Editora  del  Boletín 

Dr.  Jorge  0.  Just  Viera,  Presidente 

Dr.  Stanley  H.  Asencio 

Dr.  Gustavo  Escalera  Castrillo 

Dr.  Herman  J.  Flax 

Dr.  Osvaldo  González 

Dra.  Lillian  Haddock 

Dr.  Norman  Maldonado 

Dr.  F.  Hernández  Morales 


Dr.  Francisco  Olazábal,  Jr. 

Dr.  Nathan  Rifkinson 
Dr.  Julio  V.  Rivera 
Dr.  José  E.  Sifón  tes 
Dr.  Mario  R.García  Palmieri 
Sr.  Gregorio  Díaz 

Junta  de  Auxilio  Médico  Mutuo 

Dr.  Carlos  E.  Bertrán,  Presidente 
Dr.  Héctor  Bladuell 
Dr.  C.  José  Ferraiouli 
Dr.  Víctor  M.  Rivera 
Dr.  Antonio  Rullán 

Comité  de  Etica 

Dr.  Max  Ramírez  de  Arellano,  Presidente 

Dr.  José  Díaz  Carazo 

Dr.  Ramón  Isales 

Dr.  Antonio  Rullán 

Dr.  Manuel  Guzmán  Acosta 

Comité  de  Medicina  y Religion 

Dr.  Francisco  Ramos  Isem,  Presidente 

Dr.  Luis  Guzmán  López 

Dr.  José  Suárez  Alvarez 

Dr.  José  Tomé 

Dr.  Osvaldo  Lastra 

Dr.  Héctor  Feliciano 

Sr.  Gregorio  Díaz 

Srta.  Olga  Rosa  Lugo 

Srta.  R amonita  Rodríguez 

Rvdo.  Antonio  Rivera  Rodríguez 

Comité  de  Historia  y Cultura 

Dr.  Salvador  Arana  Soto,  Presidente 

Dr.  Ramón  M.  Suárez 

Dr.  Andrés  Montalvo 

Dr.  Charles  J.  Lee 

Dr.  Francisco  Veray 

Mons.  Vicente  Murga 

Dr.  Fernando  Cabrera 

Dr.  Rafael  Arrillaga  Torrens 

Dr.  Agustín  M.  de  Andino 

Sr.  Aurelio  Tió 

Sr.  Ricardo  Alegría 

Ledo.  Eladio  Rodríguez  Otero 

Ledo.  Samuel  R.  Quiñones 


Bol.  Asoc.  Méd.  P.  Rico 
Abril  1970 


Noticias 


133 


Comité  de  Utilización  y Revisión 
Dr.  Félix  Vilella  Suau,  Presidente 
Dr.  Miguel  Dalmau 
Dr.  Alberto  Castañer 
Dr.  Antonio  Silva 
Dra.  Sylvia  Fuertes 
Dr.  José  L.  Ferrer 
Dr.  Caleb  González 
Dr.  Walter  Kleis 
Dr.  Rafael  L.  Rivera  García 
Dr.  José  F.  Román  Selva 
Dr.  Rafael  Fernández  Feliberti 
Dr.  Carlos  Armstrong  Ressy 
Dr.  José  M.Berio 
Dr.  Pablo  G.  Curbelo,  Jr. 

Dr.  Pedro  J.  Borrás 
Dr.  José  M.  Rigau 

Comité  de  Asamblea 

Dr.  Emilio  A.  Arce  Ortiz,  Presidente 


Dr.  Francisco  Olazábal 
Dr.  José  Fernández  Martínez 
Dr.  Ramón  M.  Suárez 
Dr.  Máximo  Levin 
Dr.  Amaury  Capella 
Dr.  Jorge  Just  Viera 
Dr.  Eli  A.  Ramírez 
Dr.  Mario  R.  García  Palmieri 
Dr.  Frederick  J.  González 
Dr.  Ramón  A.  Sifre 
Dr.  Antonio  R.  Silva 
Dra.  Lillian  Haddock 
Dr.  Julio  Víctor  Rivera 
Dr.  J osé  E.  López 
Dr.  Joaquín  Soler  Bechara 
Dr.  Agustín  Ifarraguerri 
Dr.  Osvaldo  Ramírez  Muxó 
Dr.  José  D.  Pagán  Pagán 


It’s  much  more  than 
just  an  "oxygen  tent.”  It’s  a 
world  where  temperature,  oxygen 
concentration,  humidity,  and  air  clean- 
liness are  carefully  regulated. 

It’s  a world  that  is  compatible  with 
all  types  of  beds,  including  pediatric 
cribs.  It’s  a world  with  a "fail-safe” 
oxygen  system  and  a design  that 
combines  user  convenience  with 
superior  care,  comfort,  and 
benefits  for  post-operative, 
allergic,  and  burn  patients  as 
well  as  patients  with 
respiratory  difficulties. 

For  complete  details 
write  for  Catalog  9861. 
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Remember  how  great 
milk  of  magnesia  tasted  ? 


Almost  as  good  as  castor  oil. 

But  now  you  can  spare  the 
taste  buds  and  spoil  the  patient  with  a 
modern  Dulcolax  tablet  or  suppository. 

And  Dulcolax  works  so  pre- 
dictably that  the  time  of  bowel  move- 
ment can  often  be  predicted.  Tablets 
taken  at  night  usually  produce  a bowel 
movement  the  following  morning. 
Suppositories  generally  work  in  15 
minutes  toan  hour. 


I 


For  preoperative  preparation, 
a combination  of  tablets  at  night  and  a 
suppository  the  next  morning  usually 
cleans  the  bowel  thoroughly. 

Dulcolax  suppositories  may 
be  particularly  helpful  when  straining 
should  be  avoided,  as  in  postoperative 
care.  Keep  in  mind,  however,  that  the 
drug  is  contraindicated  in  the  acute  sur- 
gical abdomen. 

Dulcolax . . . it’s  predictable 

bisacodyl 


A once-popular  treatment  for  back  pains 
was  to  have  the  seventh  son  of  a seventh  son 
stand  or  walk  on  the  patient's  back. 


For  headache,  a sovereign  remedy  was 
to  wear  a snakeskin  round  one's  head. 


The  pain  of  earache  was  allegedly  relieve 
by  holding  a hot  roasted  onion  to  the  ear.  I, 


A realistic 
approach 

to  pain 
relief 


‘Empirirí 

Compound  with  Codeine 
Phosphate  gr.  1/2  No.  3 

Each  tablet  contains: 

Codeine  Phosphate  gr.  1/2  (Warning- 
May  be  habit  forming),  Phenacetin  gr.  2 1 / 2, 

Aspirin  gr.  3 1 / 2,  Caffeine  gr.  1 / 2. 

keeps  the  promise 
of  pain  relief 

'B.W.  & Co.'  narcotic  products  are 
Class  "B",  and  as  such  are  available  on  oral 
prescription,  where  State  law  permits. 

dhpr  BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC. 

.L£l  Tuckahoe,  N.Y. 


IN  ASTHMA 
IN  EMPHYSEMA 


optional 

therapy 


All  Mudranes  are  bronchodilator-mucolytic  in  action,  and 
are  indicated  for  symptomatic  relief  of  bronchial  asthma, 
emphysema,  bronchiectasis  and  chronic  bronchitis.  MU- 
DRANE  tablets  contain  195  mg.  potassium  iodide;  130  mg. 
aminophylline;  21  mg.  phenobarbital  (Warning:  may  be 
habit-forming);  16  mg.  ephedrine  HC1.  Dosage  is  one  tablet 
with  full  glass  of  water,  3 or  4 times  a day.  Precautions  are 
those  for  aminophylline-phenobarbital-ephedrine  combina- 
ations.  Iodide  side-effects:  May  cause  nausea.  Very  long 
use  may  cause  goiter.  Discontinue  if  symptoms  of  iodism 
develop.  Iodide  contraindications:  Tuberculosis;  preg- 
nancy (to  protect  the  fetus  against  possible  depression  of 
thyroid  activity).  MUDRANE-2  tablets  contain  195  mg. 
potassium  iodide;  130  mg.  aminophylline.  Dosage  is  one  tablet 
with  full  glass  of  water,  3 or  4 times  a day.  Precautions  are 
those  for  aminophylline.  Iodide  side-effects  and  contra- 
indications are  listed  above.  MUDRANE  GG  tablets 
contain  100  mg.  glyceryl  guaiacolate;  130  mg.  aminophylline; 
21  mg.  phenobarbital  (Warning:  may  be  habit-forming); 
16  mg.  ephedrine  HC1.  Dosage  is  one  tablet  with  full  glass  of 
water,  3 or  4 times  a day.  Precautions  are  those  for  amino- 
phylline-phenobarbital-ephedrinecombinations.  MUDRANE 
GG-2  tablets  contain  100  mg.  glyceryl  guaiacolate;  130  mg. 
aminophylline.  Dosage  is  one  tablet  with  full  glass  of  water, 
3 or  4 times  a day.  Precautions:  Those  for  aminophylline. 
MUDRANE  GG  Elixir.  Each  teaspoonful  (5  cc)  contains 
26  mg.  glyceryl  guaiacolate;  20  mg.  theophylline;  5.4  mg. 
phenobarbital  (Warning:  may  be  habit-forming);  4 mg.  ephe- 
drine HC1.  Dosage:  Children,  1 cc  for  each  10  lbs.  of  body 
weight;  one  teaspoonful  (5  cc)  for  a 50  lb.  child.  Dose  may 
be  repeated  3 or  4 times  a day.  Adult,  one  tablespoonful,  4 
times  daily.  All  doses  should  be  followed  with  Vi  to  full  glass 
of  water.  Precautions:  See  those  listed  above  for  Mudrane 
GG  tablets. 


MUDRANE— original  formula 

First  choice 

MUDRANE-2 

When  ephedrine  is  too  exciting 
or  is  contraindicated 

MUDRANE  GG 

During  pregnancy  or  when  K.I.  is 
contraindicated  or  not  tolerated 

MUDRANE  GG-2 

A counterpart  for  Mudrane-2 

MUDRANE  GG  ELIXIR 

For  pediatric  use  • 

or  where  liquids  are  preferred 

Clinical  specimens 
available  to  physicians. 


WILLIAM  P.  PO YTHRESS  & COMPANY,  INC.,  RICHMOND,  VIRGINIA  23217 


According  to  the  Framingham  Heart  Study, 
the  obese  face: 

86%  greater  risk  of  angina  pectoris, 

82%  greater  risk  of  diabetes, 

71  % greater  risk  of  coronary  heart  disease.* 

Obesity  may  also  aggravate  osteoarthritis, 
flat  feet,  intertriginous  dermatitis,  varicose 
veins,  and  ventral  or  diaphragmatic  hernias 


u are  considering  weight  reduction,  consider 

phenmetrazine  hydrochloride 
Enduréis® 

prolonged-action  tablets 

Often  effective 

Controlled  studies  in  a general  patient  popu- 
lation have  shown  that  when  Preludin  is  used 
with  diet,  the  rate  of  weight  loss  exceeds 
that  obtained  by  placebo  and  diet. 

Long  acting 

Slow,  even  release  of  the  active  principle 
usually  suppresses  appetite  continuously  for 
about  12  hours. 

Once-a-day  dosage 

One  Endurets  tablet  after  breakfast.  It  helps 
reduce  weight  and  costs,  conveniently. 

For  contraindications,  warning,  precautions, 
and  adverse  reactions,  please  see  the  full 
prescribing  information. 

It  is  summarized  on  this  page. 

Where  there’s  no  will  there’s  a therapeutic  way. 


*Among  persons  20%  or  more 
overweight  as  compared  with 
median  weight  for  persons  of 
like  height  and  sex. 

1.  Kannel,  W.B.,  el  a/.:  Circula- 
tion 35:734,  1967. 

2.  Thomas,  H.E.,  Jr.,  et  al Med. 
Times  95:1099,  1967. 

3.  Albrink,  M.J.,  in:  Beeson, 

P.B.  & McDermott,  W.  (eds.): 
Cecil-Loeb  Textbook  of  Medicine, 
ed.  12,  Phila.:  W.B.  Saunders 
Co.,  1967. 

Preludin® 

phenmetrazine  hydrochloride 

Preludin  is  indicated  only  as  an 
anorexigenic  agent  in  the  treat- 
ment of  obesity.  It  may  be  used  in 
simple  obesity  and  In  obesity 
complicated  by  diabetes,  mod- 
erate hypertension  (see  Pre- 
cautions), or  pregnancy  (see 
Warning). 

Contraindications:  Severe 
coronary  artery  disease,  hyper- 
thyroidism, severe  hypertension, 
nervous  instability,  and  agitated 
prepsychotic  states.  Do  not  use 
with  other  CNS  stimulants, 
including  MAO  inhibitors. 
Warning:  Do  not  use  during  the 
first  trimester  of  pregnancy  un- 
less potential  benefits  outweigh 
possible  risks.  There  have  been 
clinical  reports  of  congenital  mal- 
formation, but  causal  relation- 
ship has  not  bepn  proved.  Animal 
teratogenic  studies  have  been 
inconclusive. 

Precautions:  Use  with  caution  in 
moderate  hypertension  and 
cardiac  decompensation.  Cases 


involving  abuse  of  or  depend- 
ence on  phenmetrazine  hydro- 
chloride have  been  reported.  In 
general,  these  cases  were 
characterized  by  excessive 
consumption  of  the  drug  for  its 
central  stimulant  effect,  and  have 
resulted  in  a psychotic  illness 
manifested  by  restlessness,  mood 
or  behavior  changes,  hallucina- 
tions or  delusions.  Do  not  exceed 
recommended  dosage. 

Adverse  Reactions:  Dryness  or 
unpleasant  taste  in  the  mouth, 
urticaria,  overstimulation, 
insomnia,  urinary  frequency  or 
nocturia,  dizziness,  nausea,  or 
headache. 

Dosage:  One  25  mg.  tablet  b.i.d. 
or  t.i.d.  Or  one  75  mg.  Endurets 
tablet  a day,  taken  by  mid- 
morning. 

Availability:  Pink,  square,  scored 
tablets  of  25  mg.  for  b.i.d.  or 
t.i.d.  administration,  in  bottles  of 
100  and  1000. 

Pink,  round  Endurets®  prolonged- 
action  tablets  of  75  mg.  for 
once-a-day  administration,  in 
bottles  of  100  and  1000. 
(B)R3-46-560-B 

For  complete  details,  please  see 
full  prescribing  Information. 

Under  license  from 
Boehringer  Ingelheim  G.m.b.H. 


Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York  10502 


There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession”. 


Member 
of  the 
National 
Association 
of 

Blue  Shield 
Plans 


for  the  debilitated 


TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 


AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B12. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 
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Lets  you  fit  the  formula  to  the  infant 


Carnation  Evaporated  Milk  is  not  a 
rigid,  ready-made  infant  formula.  ■ You 
choose  the  kind  and  amount  of  carbohy- 
drate to  be  added.  ■ You  specify  the  dilu- 
tion with  water.  ■ You  maintain  the  right  to 
prescribe  the  vitamin  preparation  of  your 
choice.  ■ And  you  make  the  decision 
whether  supplemental  iron  is  needed.  ■ You 
fit  the  formula  to  the  infant. 


Millions  of  babies  have  benefited  from 
flexible,  nutritious,  economical  Carnation 
Evaporated  Milk  formulas  ...  a tradition 
in  infant  feeding. 

Specify  Carnation  Evaporated  Milk  and 
you  specify  Carnation  quality. 

From  a world  leader  „ 

in  nutritional  research . . . Qfmation 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 

Uiricap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D . 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg. 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  6 mg. 

Potasio  (como  sulfato)  5 mg. 

Posologia:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 


Upjohn 
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UPJOHN  INTER-AMERICAN  CORPORATION  / CAPARRA  / PUERTO  NUEVO 


When  disease  is  ruled  out 
and  psychic  tension  is  implicated 

Valium  (diazepam) 

helps  relax  the  patient 
and  relieve  his  somatic  symptoms 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 

Indications:  Tension  and  anxiety  states;  somatic  com- 
plaints which  are  concomitants  of  emotional  factors; 
psychoneurotic  states  manifested  by  tension,  anxiety, 
apprehension,  fatigue,  depressive  symptoms  or  agita- 
tion; acute  agitation,  tremor,  delirium  tremens  and 
hallucinosis  due  to  acute  alcohol  withdrawal;  adjunc- 
tively  in  skeletal  muscle  spasm  due  to  reflex  spasm  to 
local  pathology,  spasticity  caused  by  upper  motor 
neuron  disorders,  athetosis,  stiff-man  syndrome,  con- 
vulsive disorders  (not  for  sole  therapy). 
Contraindicated:  Known  hypersensitivity  to  the  drug. 
Children  under  6 months  of  age.  Acute  narrow  angle 
glaucoma. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution 
against  hazardous  occupations  requiring  complete 
mental  alertness.  When  used  adjunctively  in  convul- 
sive disorders,  possibility  of  increase  in  frequency 
and/ or  severity  of  grand  mal  seizures  may  require 
increased  dosage  of  standard  anticonvulsant  medica- 
tion; abrupt  withdrawal  may  be  associated  with  tem- 
porary increase  in  frequency  and / or  severity  of 
seizures.  Advise  against  simultaneous  ingestion  of 
alcohol  and  other  CNS  depressants.  Withdrawal 
symptoms  have  occurred  following  abrupt  discon- 
tinuance. Keep  addiction-prone  individuals  under 
careful  surveillance  because  of  their  predisposition  to 
habituation  and  dependence.  In  pregnancy,  lactation 


or  women  of  childbearing  age,  weigh  potential  benefit 
against  possible  hazard. 

Precautions:  If  combined  with  other  psychotropics  or 
anticonvulsants,  consider  carefully  pharmacology  of 
agents  employed.  Usual  precautions  indicated  in  pa- 
tients severely  depressed,  or  with  latent  depression, 
or  with  suicidal  tendencies.  Observe  usual  precau- 
tions in  impaired  renal  or  hepatic  function.  Limit 
dosage  to  smallest  effective  amount  in  elderly  and 
debilitated  to  preclude  ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypo- 
tension, changes  in  libido,  nausea,  fatigue,  depression, 
dysarthria,  jaundice,  skin  rash,  ataxia,  constipation, 
headache,  incontinence,  changes  in  salivation,  slurred 
speech,  tremor,  vertigo,  urinary  retention,  blurred 
vision.  Paradoxical  reactions  such  as  acute  hyperexcited 
states,  anxiety,  hallucinations,  increased  muscle  spas- 
ticity, insomnia,  rage,  sleep  disturbances,  stimulation, 
have  been  reported;  should  these  occur,  discontinue 
drug.  Isolated  reports  of  neutropenia,  jaundice;  peri- 
odic blood  counts  and  liver  function  tests  advisable 
during  long-term  therapy. 
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In  cystitis^  pyelitis]  pyelonephritis* 


Her  lifefime  may  be 
at  stake 


The  tasteful  combination  of  banana,  raspberry,  and  mint  flavors  often 
makes  Furadantin  Oral  Suspension  easy  to  administer  to  children  who 
won’t  or  can't  take  tablets  or  capsules. 


® 

Indications:  Furadantin  (nitrofurantoin)  is  indicated 
tor  the  treatment  of  pyelonephritis,  pyelitis,  and  cystitis 
due  to  E.  coli,  enterococci,  Staph,  aureus  or  a small 
percentage  of  strains  of  Pseudomonas,  when  demon- 
strated to  be  susceptible  by  in  vitro  susceptibility 
testing.  Also  for  treatment  of  such  infections  when  due 
to  some  susceptible  strains  of  Klebsiella-Aerobacter 
and  Proteus.  It  is  not  indicated  for  the  treatment  of 
associated  renal  cortical  or  perinephric  abscesses, 
systemic  infections,  prostatitis,  or  in  any  genitourinary 
tract  infections  other  than  pyelonephritis,  pyelitis,  or 
cystitis. 

Contraindications:  Anuria,  oliguria,  or  extensive 
impairment  of  renal  function  are  contraindications.  The 
drug  is  contraindicated  for  infants  under  one  month 
and  in  pregnant  patients  at  term.  The  drug  should  not 
be  administered  to  persons  who  have  shown  hypersen- 
sitivity to  nitrofurantoin. 

Warnings:  Furadantin  (nitrofurantoin)  may  cause 
hemolytic  anemia  of  the  primaquine  sensitivity  type, 
apparently  linked  to  a glucose-6-phosphate  dehydro- 
genase deficiency.  This  deficiency  is  found  in  10%  of 
Negroes  and  in  a small  percentage  of  ethnic  groups  of 
Mediterranean  and  Near-Eastern  origin.  Such  patients 
should  be  closely  observed  while  receiving  nitrofur- 
antoin. Discontinue  the  drug  at  any  sign  of  hemolysis. 
Hemolysis  ceases  on  withdrawal.  Superinfections  may 
occur,  most  commonly  due  to  Pseudomonas. 

Usage  in  Pregnancy:  Safe  use  during  pregnancy 
and  lactation  has  not  been  established.  The  drug  should 
not  be  used  in  women  of  childbearing  potential  unless 
the  expected  benefits  outweigh  the  possible  hazards. 

Precautions:  Peripheral  neuropathy  may  occur.  A 


One  of  the  hazards  of  childhood  cystitis  is  the  threat  of  progressive 
renal  damage. 


Adequate  initial  therapy  with  Furadantin®  (nitrofurantoin)  Oral 
Suspension/Tablets  provides  the  antibacterial  action  needed 
to  adequately  treat  urinary  tract  infections.  It  is  effective 
against  a majority  of  urinary  tract  pathogens.* 


Furadantin  is  exceptionally  effective  against  E.  coli,  effective  against 
some  strains  of  Klebsiella-Aerobacter  and  Proteus;  however,  only  a 
small  percentage  of  strains  of  Pseudomonas  are  susceptible  to 
Furadantin. 


fatality  has  been  reported.  Predisposing  conditions 
such  as  renal  impairment,  anemia,  diabetes,  electrolyte 
imbalance,  vitamin  B deficiency,  and  debilitating  dis- 
ease may  enhance  such  occurrence. 

Adverse  Reactions:  Nausea,  emesis,  and  diarrhea 
may  occur;  reduction  in  dosage  may  alleviate  these 
symptoms.  Sensitization  appearing  as  cutaneous  erup- 
tions or  pruritus  has  occurred.  Hypersensitivity  reac- 
tions resulting  in  nonfatal  anaphylaxis,  angioedema, 
pulmonary  infiltration  with  pleural  effusion,  and  eosin- 
ophilia  have  been  reported.  Other  possible  reactions 
are  chills,  fever,  jaundice,  asthmatic  symptoms,  and 
hypotension.  Occasionally,  headache,  dizziness,  nys- 
tagmus, vertigo,  drowsiness,  malaise  and  muscular 
aches  have  occurred.  Transient  alopecia  has  been  re- 
ported. Leukopenia,  including  granulocytopenia,  has 
been  reported  rarely.  The  blood  picture  has  returned 
to  normal  following  cessation  of  therapy.  As  with  other 
antimicrobial  agents,  superinfections  by  resistant  or- 
ganisms may  occur.  With  Furadantin  (nitrofurantoin), 
however,  these  are  limited  to  the  genitourinary  tract 
because  suppression  of  normal  bacterial  flora  else- 
where in  the  body  does  not  occur. 

Available:  Furadantin  (nitrofurantoin)  tablets  of  50 
mg.  and  100  mg.  Furadantin  (nitrofurantoin)  Oral 
Suspension  in  60  cc.  and  473  cc.  bottles. 

Eaton  Product  Identification:  50  mg.  tablets,  FO  1 ; 
100  mg.  tablets,  FO  2. 


Originators  and  Developers  of  The  Nitrofurans 

EATON  LABORATORIES 

Division  of  The  Norwich  Pharmacal  Company 

NORWICH,  NEW  YORK  13815 


Adequate  and  early  treatment  with 

FURADANTIN  (nitrofurarrtoin) 

Oral  Suspension /Tablets 

helps  prevent  acute  infection*  from  becoming  chronic 

"Cystitis,  pyelitis,  and  pyelonephritis  due  to  susceptible  organisms.  See  information 
concerning  susceptible  organisms  under  Indications  in  prescribing  information  above. 
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Maalox-protected  aspirin 


100  TAREIS 


LIST  NO.  455 


Ascriptin 


FOR  PAIN 

Each  tablet  contains 

Aspirin  . . (5  grams)  0 30  Gm 

Maalox*  0 15Gm 

(magnesium-aluminum  hydroxide) 

KEEP  out  of  the 

beach  OF  CHILDREN 

WILUAM  H.  RORER,  INC. 

O^rn4h»ron  w«íwigtoo  U S * 


Reduces  the  risk  of  gastric  distress  from  aspirin,  especially  when 
high  doses  are  used,  as  in  arthritis.  And  Ascriptin'  is  advertised 
only  to  you... not  to  your  patient. 


WILLIAM  H.  RORER.  INC.  Fon  Washington,  Pa.  19034 
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Whether  you  grab  the  R-l-A 
from  the  wall  or  wheel 
in  the  Emergikart,  Ohio’s 
life  savers  are  ready 
immediately.  The  R-l-A 
“stat”,  employing  the  E&J 
automatic  cycling  prin- 
ciple of  resuscitation  pro- 
vides for  resuscitation,  in- 
halation, and  aspiration.  It 
operates  on  self-contained 
cylinders  or  may  be  pipeline 
connected.  The  Emergikart, 
employing  the  Kreiselman  man- 
ually operated  principle  of  re- 
suscitation, features  two 
cylinders  mounted  on  a gleam- 
ing stainless  steel  frame  that 
wheels  easily  on  large  casters. 
For  more  details  write  for 
Catalog  1831. 

Ohio  offers  a complete  line 
of  Life  Support  Products. 


Just  a reach  away... 


R-l-A  Wand 
Kreiselman  Emercikaif 


general  gases  & supplies  corp. 

? 


Jaspe  No.  21  Centro  Comercial  Villa  Blanca 
Caguas,  P.  R.  743-6595 

Barbosa  No.  11 
Bayamón,  P.  R.  785-6090 


Intersección  Ave.  Central  y Carr.  Guaynabo 
Guaynaf  J,  P.  R.  783-4515 

Condominio  Los  Flamboyanes 
Ave.  65th  Infantería  cruce  Trujillo  Alto 
Río  Piedras,  P.  R.  764-1940 


Calle  Muñoz  Rivera  esq.  Ave.  Expreso 
Ponce.  P.  R.  843-0425 

Manuel  Camuñas  No.  10 
Urb.  Industrial  Tres  Monjitas 
Hato  Rey,  P.  R.  765-7445 


during  and  after  infection 
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TABLETS 


high  potency  B-complex  and  C 
for  nutritional  support 


AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 10O  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 mcg 

Folic  acid 0.5  mg 

Ascorbic  acid  t 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B)2. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need 
Available:  In  bottles  of  100. 
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Lets  you  fit  the  formula  to  the  infant 


Carnation  Evaporated  Milk  is  not  a 
rigid,  ready-made  infant  formula.  ■ You 
choose  the  kind  and  amount  of  carbohy- 
drate to  be  added.  ■ You  specify  the  dilu- 
tion with  water.  ■ You  maintain  the  right  to 
prescribe  the  vitamin  preparation  of  your 
choice.  ■ And  you  make  the  decision 
whether  supplemental  iron  is  needed.  ■ You 
fit  the  formula  to  the  infant. 


Millions  of  babies  have  benefited  from 
flexible,  nutritious , economical  Carnation 
Evaporated  Milk  formulas  ...  a tradition 
in  infant  feeding. 

Specify  Carnation  Evaporated  Milk  and 
you  specify  Carnation  quality. 


From  a world  leader 
in  nutritional  research  . . . 
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The 
importance  of 
Gram-negative 
thinking 


After  a generation  of  widespread  antibi- 
otic therapy,  Gram-negative  organisms  have 
come  to  play  an  increasingly  important  role 
in  respiratory  tract,  soft  tissue  and  general- 
ized infections.  Yet  many  antibiotics  have 
relatively  little  activity  against  these 
pathogens. 

Until  definitive  bacteriologic  studies  or 
clinical  findings  indicate  otherwise,  doesn’t 
it  make  sense  to  use  a true  broad-spectrum 
antibiotic  that  is  effective  against  Gram- 
negative and  Gram-positive  organisms. Why 
not  consider  DECLOMYCIN  as  your  initial 
therapy  in  the  routine  infections  of  daily 
practice? 

DECLOMYCIIV 

DEMETHYLCHLORTETRACYCLINE 


For  a wide  range  of  everyday 
infections— respiratory, 
urinary  tract  and  others— 
in  the  young  and  aged— the 
acutely  or  chronically  ill.  j 

True  broad  spectrum 

DECLOMYCIN  Demethylchlortetracycline  should 
equally  or  more  effective  than  other  tetracyclines  wt 
the  offending  organisms  are  tetracycline-sensitive. 

Contraindication:  History  of  hypersensitivity  to  demetf 
chlortetracycline. 

Warning— In  renal  impairment,  usual  doses  may  lead 
excessive  accumulation  and  liver  toxicity.  Under  si 
conditions,  lower  than  usual  doses  are  indicated,  and 
therapy  is  prolonged,  serum  level  determinations  may 
advisable.  A photodynamic  reaction  to  natural  or  ar 
cial  sunlight  has  been  observed.  Small  amounts  of  d 
and  short  exposure  may  produce  an  exaggerated  s 
burn  reaction  which  may  range  from  erythema  to  sev 
skin  manifestations.  In  a smaller  proportion,  phi 
allergic  reactions  have  been  reported.  Patients  sho 
avoid  direct  exposure  to  Sunlight  and  discontinue  dru| 
the  first  evidence  of  skin  discomfort.  Necessary  sut 
quent  courses  of  treatment  with  tetracyclines  should 
carefully  observed. 

Precautions— Overgrowth  of  nonsusceptible  organi; 
may  occur.  Constant  observation  is  essential.  If  new 
fections  appear,  appropriate  measures  should  be  tak 
In  infants,  increased  intracranial  pressure  with  bulg 
fontanels  has  been  observed.  All  signs  and  symptc 
have  disappeared  rapidly  upon  cessation  of  treatmi 

Side  Effects— Gastrointestinal  system— anorexia,  naui 
vomiting,  diarrhea,  stomatitis,  glossitis,  enterocolitis,  | 
ritus  ani.  Skin— maculopapular  and  erythematous  rast 
A rare  case  of  exfoliative  dermatitis  has  been  repor 
Photosensitivity;  onycholysis  and  discoloration  of 
nails  (rare).  Kidney— rise  in  BUN,  apparently  dose 
lated.  Hypersensitivity  reactions— urticaria,  angioneur 
edema,  anaphylaxis.  Teeth  — dental  staining  (yel 
brown)  in  children  of  mothers  given  this  drug  during 
latter  half  of  pregnancy,  and  in  children  given  the  c 
during  the  neonatal  period,  infancy  and  early  childhi 
Enamel  hypoplasia  has  been  seen  in  a few  childrer 
adverse  reaction  or  idiosyncrasy  occurs  discontinue  n 
ication  and  institute  appropriate  therapy. 

Average  Adult  Daily  Dosage:  150  mg  q.i.d.  or  300  j 
b.i.d.  Should  be  given  1 hour  before  or  2 hours  el 
meals,  since  absorption  is  impaired  by  the  concomí' . 
administration  of  high  calcium  content  drugs,  foods  | 
some  dairy  products.  Treatment  of  streptococcal  in 
tions  should  continue  for  10  days,  even  though  sy ' 
toms  have  subsided. 

Capsules:  150  mg;  Tablets:  film  coated,  300  mg, 
mg,  and  75  mg  of  demethylchlortetracycline  HCI. 

BECLOMYCI 

DEM  LT1IYLCH  I/)RTETRACYCLI 


LEDERLE  LABORATORIES,  A Division  of 
American  Cyanamid  Company,  Pearl  River,  New 


Sinequan 

DOXEPIN  HCll 

the  first  single  agent  active 
throughout  the  spectrum  of 
psychoneurotic  anxiety/depression 


Chemistry 

Sinequan  (doxepin  HC1)  is  a di- 
benzoxepin  derivative  — the  first 
of  a new  family  of  psychothera- 
peutic agents. 


Sinequan  differs  from 
other  tricyclics 

by  the  introduction  of  an  oxygen 
atom  in  the  central  ring. 

Sinequan  differs  from 
the  phenothiazine  derivatives 

by  having  an  asymmetric  bridge 
between  the  two  benzyl  rings. 
There  is  no  sulfur  atom,  and  the 
nitrogen  has  been  replaced  by  a 
carbon-linked  side  chain.  There 
is  no  R2  side  chain. 

Sinequan  differs  from 
the  benzodiazepines, 

not  only  by  having  a dibenzoxe- 
pin  ring  system,  but  also  by  not 
having  basic  side  chains  or  ap- 
pended phenyl  groups. 

These  structural  variations  result 
in  significant  differences  in  both 
the  pharmacologic  and  clinical 
profiles  of  Sinequan. 


Recommended  dosage 

A starting  dosage 
of  25  mg.  t.  i.  d.  is 
recommended. 

Dosage  maybe  in- 
creased or  decreased  at  appro- 
priate intervals  and  according  to 
individual  response.  Added  ther- 
apeutic effect  is  rarely  to  be 
expected  over  300  mg.  per  day. 
In  patients  with  very  mild  symp- 
tomatology, and  emotional  symp- 
toms  accompanying  organic 
disease,  lower  doses  may  suffice; 
some  have  been  controlled  on 
doses  as  low  as  25-50  mg.  per  day. 

Expected  activity 

Antianxiety  effect:  onset  of  anti- 
anxiety effect  of  Sinequan  is 
prompt,  comparable  to  that  of  the 
benzodiazepine  tranquilizers 
such  as  chlordiazepoxide  and 
diazepam. 

Antidepressant  effect:  onset  of 
antidepressant  effect  is  compa- 
rable to  that  of  tricyclic  antide- 
pressants such  as  amitriptyline. 

Sinequan  is  avail- 
able as  10  mg.,  25 
mg.,  and  50  mg. 
capsules  in  bot- 
tles of  100; 25  and 
50  mg.  capsules 
in  bottles  of  1000. 
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There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession”. 


Member 
of  the 
National 
Association 
of 

Blue  Shield 
Plans 
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PECTUS  EXCAVATUM 

A Correctable  Deformity 

Jorge  0.  Just  Viera,  MD 


The  painful  importance  of  physical  defects  is 
clearly  apparent  only  to  those  who  suffer  them. 
This  is  true  of  chest  wall  deformities  of  which  pectus 
excavatum  (funnel  chest)  remains  the  most  common 
one.  Complete  correction  of  this  anomaly  by  thoracic 
surgery  is  possible  and  indicated. 

History 

The  condition  was  described  well  enough  in  1594 
by  Bauhinus  (1)  who  not  only  was  the  first  to 
mention  diaphragmatic  pull  as  a causative  factor,  but 
also  listed  some  of  the  clinical  manifestations,  includ- 
ing dyspnea  and  paroxysmal  cough.  Coulson  (2),  in 
1820,  recommended  application  of  lateral  pressure 
to  the  chest  at  frequent  intervals  as  treatment.  He 
described  the  deformity  in  a boy  who  had  two  bro- 
thers similarly  afflicted  pointing  out  the  existence 
of  a hereditary  factor.  Medical  student  Flesch  (3) 
advanced  the  theory  of  overgrowth  of  ribs  in  1873, 
appropriately  quoting  his  chief  Schiffer. 

The  first  operative  procedure  to  correct  the  de- 
fect was  performed  by  Ludwig  Meyer  in  1911  (4). 
When  the  detailed  report  by  Ochsner  and  De  Bakey 
(5)  appeared  in  1939,  32  patients  had  been  operated 
upon.  Garner  (6),  Truesdale  (7),  Brown  (8),  and 
Daily  (9)  established  the  basic  principles  of  surgical 
treatment  of  pectus  excavatum. 

Incidence 

The  defect  is  rare.  Oschner  and  Debakey  (5) 
in  1939  found  reported  in  the  literature  28  cases  in 
46,708  persons  for  an  incidence  of  0.06  percent.  No- 
wak (10)  in  1936  examined  30,000  Viennese  school 
children  and  found  12  with  pectus  excavatum  since 
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birth  indicating  the  rarity  of  the  condition.  He  traced 
106  individuals  related  to  these  children  and  found  the 
condition  in  38  percent,  definitely  establishing  a here- 
ditary factor.  The  defect  appears  to  be  dominant  and 
has  appeared  in  several  generations  (5).  Males  predo- 
minate almost  in  a ratio  of  4 to  1. 

Etiology 

Pectus  excavatum  is  regarded  usually  as  a congenital 
lesion  frequently  inherited,  but  its  etiology  remains  a 
moot  question.  The  difficulty  evolves  from  the  need 
to  explain  adequately  with  the  same  theory  all  the 
major  chest  defects,  namely,  pectus  excavatum,  pectus 
carinatum  and  Harrison’s  grooves  (congenital  chondro- 
sternal  grooves).  Most  of  the  theories  proposed  can  be 
grouped  into  acquired,  hereditary  or  congenital, 
a)  Acquired 

1.  Rickets  and  scurvy:  For  a long  time  vitamin 
deficiencies  were  held  culprit  for  the  misfortunes  of 
these  patients,  but  advances  in  biochemistry  failed  to 
bear  this  contention  out. 

2.  Occupational:  In  his  famous  book,  published 
in  1819  Laennec  (11)  called  attention  to  the  deformity 
in  persons  whose  occupations  resulted  in  repeated 
pressure  to  the  chest,  the  most  common  one  men- 
tioned being  cobblers. 

3.  Trauma:  These  cases  should  be  considered 
fractures  of  the  chondrostemal  region  with  defor- 
mities. Two  patients  operated  early  with  some  success, 
seen  after  trauma,  were  reported  by  John  Alexander 
(12). 

4.  Obstructive  respiratory  illness:  The  well  known 
alteration  in  chest  contour  found  associated  with  an 
abnormal  respiratory  gradient  is  cited  to  explain  pectus 
excavatum,  and  may  be  a factor  in  some  cases.  None- 
theless many  patients  with  pectus  excavatum  have 
never  had  significant  respiratory  disease.  At  times, 
the  abnormality  itself  may  become  severe  enough  to 
interfere  with  effective  cough,  a fact  to  be  remembered 
since  ineffective  cough  post-operatively  may  lead  to 
accumulation  of  secretions  with  well  known  associated 
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complications. 

b)  Hereditary 

Hereditary  factors  have  been  discussed  above. 
Observed  to  be  dominant,  little  is  known  of  the  genetic 
background. 

c)  Congenital 

1.  Substernal  ligament  and  diaphragmatic  pull: 
The  suggestion  that  diaphragmatic  pull  mediated  by 
abnormally  thickened  ligaments  resulted  in  sternal 
depression  was  popular  for  a time.  It  led  to  the 
recommendation  that  division  of  the  substernal  liga- 
ment only  was  sufficient  for  correction  in  infancy. 
However,  many  surgeons  appreciated  early  that  the 
substernal  ligaments  proposed  were  not  present  in 
some  patients.  In  fact,  Ravitch  (13)  described  a 
patient  with  congenital  absence  of  the  rectus  muscles 
and  unopposed  action  of  the  diaphragm  who  did  not 
develop  pectus  excavatum. 

2.  Intrauterine  Compression:  Pressure  upon  the 
chest  in  útero  has  been  advocated  but  never  proven 
conclusively.  As  early  as  1906,  Muller  (14)  noted 
that  normally  depression  of  the  sternum  appeared 
in  the  32  MM  embryo  beginning  at  the  third  chondro- 
stemal  junction  and  growing  deeper  to  the  seventh. 
This  normal  depression  was  increased  in  the  37  mm 
embryo.  Thus,  a physiologic  deformity  may,  for 
some  reason,  progress  after  birth. 

3.  Complex  muscular  Imbalance:  Pectus  exca- 
vatum appears  associated  with  developmental  defects 
and  congenital  lesions  of  the  neuromuscular  system, 
where  unopposed  muscular  action  may  influence  ske- 
letal contour.  Most  patients  with  the  deformity, 
however,  have  no  evidence  of  significant  muscular 
imbalance. 

4 .Abnormal  development  of  the  anterior  portion 
of  the  diaphragm:  This  theory  postulates  an  altered 
embryology  of  the  diaphragm.  Normally  the  anterior 
portion  of  the  diaphragm  is  derived  from  the  septum 
transversum  and  originates  from  the  gladioiar-xiphoid 
junction  and  cartilages  of  the  sixth  rib.  The  pleuro- 
peritoneal membranes  and  muscle  fibers  arising  at 
the  costal  attachments  of  the  seventh  to  the  eleventh 
ribs  contribute  to  the  lateral  component  of  the  diaph- 
ragm whereas  the  posterior  portion  is  derived  from  the 
dorsal  mesentery.  The  muscle  inserts  into  the  central 
membranous  area  which  is  pulled  down  on  normal 
contraction.  Brodkin  (15)  believes  that  if  the  anterior 
diaphragmatic  portion  develops  abnormally  it  will  not 
act  as  a site  of  origin,  and  instead  of  remaining  station- 
ary, the  anterior  chest  wall  will  be  pulled  back  with  the 
membranous  diaphragm  when  the  muscle  descends. 


Contributory  causes  such  as  a softer  chest  wall  or  in- 
creased inspiratory  or  obstructive  respiratory  efforts 
would  accentuate  the  condition.  Brodkin  believes  that 
the  two  other  deformities,  pectus  carinatum  and  Har- 
rison’s groves  can  be  explained  by  varying  degree  of 
abnormal  development  of  the  anterior  diaphragmatic 
portion. 

5.  Intrinsic  failure  of  osteo  and  chondrogenesis: 
Mullard  (16),  disagrees  with  Brodkin.  If  the  anterior 
portion  of  the  diaphragm  were  abnormal,  Mullard 
claims,  the  diaphragmatic  dome  would  appear  flat 
when  viewed  on  the  lateral  chest  roentgenogram,  and 
it  is  not  in  patients  with  pectus  excavatum.  Further- 
more, Mullard  has  not  found  evidence  of  diaphrag- 
matic pull.  He  subscribes  instead  to  the  theory  of  an 
inherent  weakness  of  ossification  centers.  Ossification 
begins  near  the  angle  of  the  rib.  The  ribs  retain 
pliability  longest  anteriorly  and  are  subjected  to  a 
respiratory  pressure  gradient.  This  gradient  changes 
the  child’s  round  chest  with  its  minimal  pigeon  chest 
configuration  to  that  of  the  adult’s  minimal  funnel 
chest.  If  the  malformed  excessively  pliable  ribs  can 
not  resist  the  respiratory  gradient,  whether  the  gradient 
is  agumented  or  normal,  a deformity  results.  Mullard 
explains  pigeon  chest  deformity  as  the  result  of  the 
sternum  being  pushed  forward  and  the  cartilages  buck- 
led by  the  soft  ribs  being  drawn  inwards  by  respiratory 
suction. 

The  inescapable  conclusion  remains  that  the  etiology 
of  pectus  excavatum  is  not  agreed  upon,  and  several 
factors  may  influence  the  progression  of  the  defect. 

Clinical  Considerations 

Depression  of  the  sternum  and  costochondral  region 

may  be  noted  first  at  birth  or  later  in  childhood.  It 
may  or  not  progress,  and  in  some  children  it  may  ac- 
tually improve.  According  to  Welch  (17),  patients  in 
whom  the  defect  will  progress  have  the  anomaly  at  I 
birth.  If  improvement  is  to  occur  it  will  do  so  before 
the  twenty  fourth  month  of  life. 

The  anomaly  may  be  associated  with  other  conge- 
nital defects  but  those  related  to  the  musculoskeletal 
and  cardiovascular  systems  are  more  common.  It  is 
of  interest  that  at  birth  the  transverse  and  antero- 
posterior diameters  of  the  normal  chest  are  practically 
equal.  This  is  why  infants  look  so  pleasantly  round. 
With  growth  the  baby  ribs  elongate  and  flatten  the 
thorax  somewhat.  Patients  with  pectus  excavatum 
have  ribs  unduly  long  which  curve  downwards  pro- 
minently and  the  thorax  flattens  more  than  usual. 
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These  features  are  best  seen  in  roentgenologic  films. 
After  surgery,  the  chest  remains  flat,  more  so  than 
usual,  and  the  patient  must  be  forewarned  of  this 
result  before  operation. 

How  does  the  defect  affect  children? 

First,  they  grow  up  shy,  withdrawn  and  suffer 
greatly  from  psychological  abuse  by  their  classmates. 
Second,  some  children  albeit  a small  fraction,  do  have 
cardiorespiratory  symptoms  and  third,  very  rarely, 
the  severity  of  the  defect  results  in  serious,  incapacitat- 
ing anatomical  damage. 

Adkins  and  Gwathmay  (18)  found  that  most  of  the 
23  children  they  treated  were  slightly  below  normal 
in  their  activities  when  compared  to  their  contempora- 
ries, and  had  frequent,  prolonged  respiratory  infections. 
All  their  four  adult  patients  had  dyspnea  on  exertion 
and  fatigability.  Welch  (17)  reported  on  76  patients 
operated  for  pectus  excavatum.  All  had  a history  of 
difficulties  during  the  first  year  of  life  with  recurrent 
bronchitis,  croup  or  increased  respiratory  infections. 
Most  were  in  the  lower  percentile  growth  performance 
group. 

If  respiratory  function  tests  are  performed  in  pa- 
tients with  pectus  excavatum,  normal  function  will 
be  found  most  of  the  time.  If  any  abnormalities 
appear  it  will  usually  be  a decreased  vital  capacity, 
total  lung  capacity  or  maximum  breathing  capacity 
with  little  alteration  in  mechanics  of  respiration  or 
diffusion.  Hansen  and  Jacoby  (19)  have  studied 
respiratory  function  before  and  after  correction  and 
found  that  if  the  deformity  is  accompanied  by  a 
severe  pulmonary  function  handicap  before  operation 
significant  improvement  in  function  may  occur  after 
surgery. 

Most  of  the  early  reports  describing  operative  inter- 
vention in  pectus  excavatum  dealt  with  symptomatic 
patients  with  varying  degrees  of  disability,  as  mentioned 
by  Oschner  and  DeBakey  (5),  and  Ravitch  (20).  Signs 
and  symptoms  included  were  anginal  pain  on  exertion, 
palpitations,  precordial  pain,  dyspnea,  cough,  arryth- 
mias,  cyanosis  and  even  dysphagia.  Some  believe  that 
depression  of  the  anterior  thoracic  wall  produces  trans- 
verse compression  of  the  lungs  which  increases  pressure 
in  the  mediastinal  interpleural  space.  This  pressure 
exerted  upon  the  relatively  fixed  mediastinal  structures 
can  lead  to  symptoms. 

Abnormal  electrocardiographic  findings  recorded  may 
result  mostly  from  displacement  of  the  heart  and 
consist  of  right  axis  deviation,  T wave  inversion,  P 
wave  peaking  and  bundle  branch  block  (17,  20). 


Cardiac  catheterization  has  shown  changes  sugges- 
tive of  restrictive  pericarditis  (diastolic  plateau  and 
dip)  twice,  and  though  usually  normal  intracardiac 
pressures  are  obtained,  rarely  the  right  ventricular 
end  diastolic  or  pulmonary  arterial  pressure  may  be 
elevated  slightly  or  may  rise  on  exercise  (21,  22). 

Most  of  these  patients  have  a soft  systolic  murmur 
of  no  consequence  but  catheterization  appears  indicated 
not  only  when  symptoms  merit  it  but  also  if  there  is 
a diastolic  component  to  the  murmur.  Fabricius 
and  co  workers  (21)  reported  on  cardiac  catheteriza- 
tion in  26  patients  with  funnel  chest  and  state  that 
the  occasional  patient  with  abnormal  findings  appears 
to  be  an  adult  in  the  third  decade  of  life. 

Insufficient  evidence  is  present  to  ascribe  any  pro- 
phylactic value  to  the  corrective  procedure.  According 
to  Welch  (17),  the  clinical  course  in  non  operated 
patients  is  unpredictable  and  some  can  develop  signs 
and  symptoms.  The  depressed  sternum  displaces  the 
heart  to  the  left  and  impedes  its  shift  to  provide 
space  in  cases  of  pneumothorax  or  pleural  effusion, 
a potentially  dangerous  situation  (5).  Chest  trauma 
with  altered  respiratory  mechanics  belongs  to  this 
category  also. 

Treatment 

Present  thoracic  surgical  techniques  for  the  cor- 
rection of  pectus  excavatum  have  evolved  from  the 
efforts  of  several  investigators  as  noted  in  the  intro- 
duction (Figs.  1,  2).  The  basic  technique  includes: 


Fig.  1:  Preoperative  appearance  of  pectus  excavatum 

in  a young  adult. 
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Fig.  2:  Postoperative  appearance  of  corrected  pectus 

excavatum  shown  in  Figure  1.  Slight  overcorrection  can 
be  appreciated.  At  this  time,  the  patient  still  had  a metal 
bar  serving  as  an  internal  strut.  This  was  removed  6 months 
later. 

1.  Complete  liberation  and  elevation  of  the  sternum 
with  excision  of  the  deformed  xyphoid. 

2.  Resection  of  the  involved  cartilages. 

3.  Slight  overcorrection  of  the  deformity. 

4.  Fixation  of  the  sternum  in  the  desired  position, 
preferably  by  an  internal  strut  usually  consisting 
of  a metal  bar.  Fixation  becomes  necessary 
for  a period  of  at  least  6 months  since  the  re- 
sected costal  cartilages  regenerate  by  fibrous  tis- 
sue and  this  time  interval,  or  longer,  is  necessary 
for  a solid  repair. 

Initial  results  are  excellent  with  these  techniques. 
Late  recurrences  occur,  and  some  need  reoperation, 
hut  these  are  rare  after  the  introduction  of  internal 
fixation  (18).  Prolonged  follow  up  of  growing  patients 
reveals  the  tendency  of  the  sternum  to  drop  slightly 


with  time  and  overcorrection  of  the  deformity  com- 
pensates for  this  tendency. 

Pneumothorax  secondary  to  entering  the  pleural 
cavity  at  operation  can  be  detected  by  an  immediate 
portable  chest  film  in  the  operating  room.  Attention 
to  removal  of  tracheobronchial  secretions  during  the 
first  48  hours  will  he  rewarding. 

Within  a week  of  surgery  postural  training  and 
exercises  must  begin,  to  strengthen  and  lengthen  the 
trapezius,  pectoralis,  and  abdominal  muscles,  as  well 
as  the  accessory  muscles  of  respiration,  in  order  to 
correct  the  pot  bellied,  stoop  shouldered,  kyphotic 
appearance  of  these  youngsters.  These  exercises  can 
be  taught  children  4 years  or  older  without  difficulty. 

Post  operative  complications  are  rare,  recurrences 
of  the  deformity  being  the  most  common.  Keloids, 
necrosis  of  skin  flaps  and  wound  infection  may  occur 
but  very  infrequently. 

Operation  should  probably  not  he  offered  to  pa- 
tients with  multiple  non  correctable  congenital  ano- 
malies. The  optimum  time  for  operation  is  the 
preschool  period.  Some  surgeons  do  not  operate 
on  children  less  than  2 years  of  age  since  up  to  50 
percent  may  improve  with  time. 

Moghissi  (23)  reported  on  the  long  term  results  of 
surgical  correction  of  pectus  excavatum  and  pectus  1 2 3 4 
carinatum  in  64  patients  followed  up  to  10  years. 
When  recurrence  occurred  it  was  gradual,  started  about 
the  4th  to  5th  year  after  operation  and  worsened. 
There  was  no  relation  to  the  age  of  the  patient  at  the 
time  of  repair  or  to  his  sex.  Of  interest,  Moghissi 
found  that  if  the  initial  result  following  surgery  was 
good,  the  recurrence  did  not  occur  before  7 or  8 
years  after  surgery,  but  if  the  immediate  result  was 
fair,  it  would  appear  earlier,  at  4 to  5 years.  Regres- 
sion is  progressive  and  lasts  two  to  three  years.  The 
patients  Moghissi  reported  were  operated  upon  without 
the  use  of  internal  struts  which  are  now  considered 
necessary  for  a durable  repair.  Adkins  and  Gwathmey 
(18)  have  not  had  recurrences  in  patients  when  struts 
were  used. 

Summary 

! 

1.  Pectus  excavatum  is  an  uncommon  but  important  j 
congenital  defect  which  should  be  repaired.  It  is 
felt  that  insufficient  attention  is  being  given  in 
Puerto  Rico  to  this  anomaly. 

2.  The  defect  is  best  explained  by  the  theory  of 
intrinsic  failure  of  osteo  and  chondrogenesis  with 
contributing  factors  such  as  increased  respiratory 
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gradient,  hereditary,  and  rarely  occupational  factors. 

3.  Properly  executed  surgery  will  result  in  a durable 
excellent  result,  not  only  in  pectus  excavatum  but 
also  in  associated  chest  deformities. 

4.  Symptoms  due  to  the  deformity  appear  infrequently 
and  affect  the  cardiopulmonary  systems.  At  times, 
the  anomaly  may  be  sufficiently  severe  to  be  po- 
tentially lethal  if  pneumothorax,  pleural  effusion 
or  chest  trauma  occur. 

Resumen 

1.  La  deformidad  de  pectus  excavatum  (pecho  en 
embudo)  es  un  defecto  congénito  raro,  pero  im- 
portante, que  debe  corregirse.  Este  defecto  no  ha 
recibido  suficiente  atención  en  Puerto  Rico. 

2.  La  teoría  que  mejor  explica  el  defecto  es  una  falla 
intrínsica  en  osteo  y condrogénesis  con  factores 
contribuyentes  a mayor  o menor  grado  tales  como 
un  gradiente  respiratorio  aumentado,  herencia,  y 
raras  veces,  ocupación  del  paciente. 

3.  Un  resultado  excelente  y perdurable  se  obtendrá 
si  se  aplican  adecuadamente  ciertos  principios  qui- 
rúrgicos, no  sólo  en  pectus  excavatum,  sino  en  otras 
deformidades  torácicas  de  origen  similar. 

4.  La  deformidad  causa  síntomas  raras  veces,  usual- 
mente del  aparato  cardiopulmonar.  A veces,  la 
anomalía  es  suficientemente  severa  para  tener  un 
potencial  letal  especialmente  si  ocurren  neumotorax, 
derrame  pleural  o trauma  al  pecho. 
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URGENCIAS  PEDIATRICAS 
(Bosquejos  Terapéuticos ) 
RAZON  DE  LA  LACTANCIA  ARTIFICIAL 


Manuel  E.  Soto  Viera,  MD 


Hacemos  alto  en  la  presentación  de  los  bosquejos  tera- 
péuticos de  pediatría  para  revisar  nociones  de  dietética  que 
pueden  parecer  superficiales,  pero  que  se  olvidan  fácilmente. 
Por  conversaciones  con  estudiantes  de  medicina  y otros  co- 
legas sabemos  que  a menudo  prescribimos  biberones,  orde- 
namos cambios  de  leche  y apreciamos  la  evolución  nutritiva 
de  los  bebés  sin  entender  las  razones.  Ello  justifica  el  abordar 
este  tema  como  parte  de  una  serie  de  bosquejos  cuya  fina- 
lidad es  difundir  los  principales  conceptos  terapéuticos  vi- 
gentes en  pediatría  de  urgencia.  La  lactancia  artificial  queda, 
a primera  vista,  muy  apartada  de  ese  campo.  Ahora  bien, 
si  se  le  acepta  como  complemento  necesario  de  la  recupera- 
ción de  un  bebé  convalesciente,  no  resulta  extravagante  el 
abrir  este  paréntesis. 

DATOS  FUNDAMENTALES  SOBRE  LA  NUTRICION 
DE  LOS  BEBES 

A.  Requisitos  básicos  (ver  Tabla) 

Lo  esencial:  1.5  mis  de  agua  por  cada  caloría 
que  el  bebé  consume  (en  promedio,  y con  una  den- 
sidad urinaria  que  fluctúe  entre  1,005  y 1,018).  Los 
requisitos  de  agua  guardan  relación  con  el  consumo 
calórico  y con  la  densidad  de  la  orina. 

Esto  es,  si  la  densidad  urinaria  se  mantiene  dentro 
de  esos  límites,  el  bebé  necesitará,  en  promedio,  165 
mis  de  agua/kg/día  correspondientes  a 110  cal./kg/día. 
Cuando  su  consumo  calórico  disminuya  a 100  cal. 
/kg/ día,  requerirá  150  mis  de  agua/kg/día. 

B.  Principales  características  de  la  leche  de  vaca 
Contiene  alrededor  de  666  calorías  por  litro, 

es  decir  66  cal.  por  cada  100  mis.  = 1 caloría  por 

cada  1.5  mis  (al  igual  que  la  leche  humana).  Dicha 
concentración  calórica  habrá  de  ser  relacionada  con 
cualquier  “ fórmula ” que  prescribamos,  para  decidir 
así  si  ésta  es  o no  isocalórica. 

Cuantitativamente,  la  leche  de  vaca  tiene  igual  densidad 
y casi  igual  cantidad  de  sólidos  que  la  leche  humana,  pero 
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es  más  rica  en  proteínas  (caseína)  y en  sales  minerales 
(calcio,  fósforo,  sodio)  y más  pobre  en  hidratos  de  carbono. 
Sus  calorías  se  distribuyen  a razón  de  20  porciento  de 
proteínas,  50  porciento  de  grasas  y 30  porciento  de  carbo- 
hidratos. La  distribución  calórica  de  la  leche  humana  es: 
8 porciento  de  proteínas,  50  porciento  de  grasas  y 42  por- 
ciento de  carbohidratos;  de  la  leche  de  vaca  “humanizada”: 
10,  50  y 40  porciento,  respectivamente. 

Estas  diferencias  cuantitativas  pueden  redundar  en  des- 
ventaja para  la  lactancia  artificial  si  la  leche  de  vaca  se  da 
pura  al  bebé,  o sea,  sin  diluirla  previamente.  De  diluirla, 
habrá  que  restituir  con  azúcar  la  merma  en  calorías.  La 
leche  humana,  la  lactancia  natural,  ofrece  además  ventajas 
cualitativas  y psicofisiológicas.  No  es  ése  el  tema  de  estos 
apuntes.  Reconozcamos,  no  obstante,  que  si  se  observan 
con  cuidado  los  preceptos  higiénicos,  la  lactancia  artificial 
puede  substituir  perfectamente  a la  natural. 

TABLA 

PRINCIPALES  REQUISITOS  CALORICOS  Y 
NUTRITIVOS  DEL  LACTANTE 


Calorías 

Bebé  de  2 meses* 

Bebé  de  10  meses' 

(cal. /kg.  124  horas ) 

(cal.lkg.124  horas) 

Metabolismo  basal 

55 

55 

Acción  dinámica 
específica 

7 

7 

Deyecciones 

11 

10 

Actividad 

17 

20 

Crecimiento 

20 

8 

Total 

110 

100 

Nutrientes 

Prótidos,  lípidos  e hidratos  de  carbono  en  proporción 
calórica  de  15,  35  y 50  porciento  de  las  calorías  totales, 
respectivamente. 

Proteínas:  2 - 3 g./kg./24  horas.  Vitamina  A:  1,500 

U.  diarias.  Vitamina  D:  400  U.  diarias.  Vitamina  C:  30 
mgs.  diarios.  Hierro:  1 mg/kg./24  horas.  La  dieta  exclusiva- 
mente láctea  es  muy  pobre  en  hierro  y en  estas  3 vitaminas. 

* “Oreja”  útil  al  calcular  las  necesidades  calóricas  de  los 
infantes  y niños  mayores  de  1 año:  requerirán  unas  10 

cal.lkg.124  horas  menos  por  cada  período  de  3 años  hasta 
alcanzar  los  valores  adultos  de  50  cal.lkg.124  horas  en  la 
adolescencia. 
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C.  Medidas  a emplear 

1 cucharada  rasa  (cucharada  de  sopa)  de  leche 
en  polvo  = 9 g.  = 40  calorías. 

Para  obtener  una  concentración  isocalórica  de  leche 
en  polvo,  se  diluirá  1 cucharada  rasa  en  60  mis.  (2  oz.)de  agua. 
De  ahí  que  se  diga:  “dilución  normal  de  la  leche  en  polvo,  1 : 
2”,  pero,  en  realidad,  es  4 : 6,  es  decir  2 : 3. 

30  mis.  (1  oz.)  de  leche  evaporada  = 40  calorías. 

Para  obtener  una  concentración  isocalórica  de  leche 
evaporada,  se  diluirán  30  mis.  de  esa  leche  en  30  mis.  de 
agua  (esto  es,  40  calorías  en  60  mis.  de  líquido).  De  allí 
que  se  diga:  “dilución  normal  de  la  leche  evaporada,  1 : 1”. 

1 cucharada  rasa  (cucharada  de  sopa)  de  azúcar 
de  caña  = 15  g.  = 60  calorías. 

Si  se  añade  azúcar  al  biberón  habrá  que  acompañar 
ese  azúcar  con  agua  en  proporción  isocalórica  (2  : 3),  i.  e., 
por  cada  gramo  de  azúcar  = 4 calorías,  se  darán  6 mis.  de 
agua.  Si  añadimos  15  g.  = 60  calorías,  irán  con  90  mis.  (3 
oz.)  de  agua;  si  son  30  g.  = 120  calorías,  irán  con  180  mis. 
(6  oz.)  de  agua.  De  ahí  que  se  diga:  “por  cada  cucharada 
de  azúcar,  añadir  3 onzas  de  agua”.  Una  preparación  co- 
mercial, la  Dextri-Maltosa  (Mead  Johnson),  tiene  mitad  menos 
calorías  (30  cal.)  por  cada  cucharada  rasa.  De  emplearse 
esta  preparación,  hacer  los  ajustes  correspondientes. 

Se  preferirá  el  método  de  calor  terminal  para  la  pre- 
paración de  los  biberones.  Si  no  se  usa  este  método,  la 
persona  encargada  de  preparar  los  biberones  debe  saber  que 
ha  de  hervir  previamente  el  agua,  y que  ha  de  hacer  las 
mediciones  con  agua  ya  hervida.  Las  “fórmulas”  excesiva- 
mente concentradas  pueden  causar  hiperelectrolitemia. 

D.  ¿Por  qué  se  añade  agua  y azúcar  a los  biberones? 

Dos  razones  principales:  (1)  para  endulzar  la  leche 

de  vaca  y hacerla  más  apetecible  al  bebé,  y (2)  para  di- 
luirla y reducir  la  carga  de  solutos  resultantes  que  el 
riñón  del  bebé,  relativamente  inmaduro,  tendrá  que 
eliminar. 

COMO  SE  CALCULA  UNA  “FORMULA” 

Lo  importante  es  referirse  a las  necesidades  calóricas 
del  bebé. 


Ej.:  bebé  de  2 meses  que  pesa  5 kgs.  Necesidades  calóricas: 
110  cal./kg/día  = 550  calorías.  Para  tal  consumo  calórico 
requerirá  825  mis.  de  agua,  a razón  de  165  mis.  de  agua/kg/día, 
es  decir  1.5  mis  de  agua  por  cada  caloría. 

Si  se  da  leche  pasteurizada: 


Cal.  totales  que  nece- 
sita el  bebé:  550  cal. 

Calorías  del  azúcar: 

Agua  con  el  azúcar: 

Calorías  de  la  leche: 
Cantidad  de  leche: 

Totales  (24  horas): 


120  cal. 

180  mis.  (6  oz.) 

430  cal. 

645  mis.  (21  1/2  oz.) 
550  cal.  825  mis.  (27  1/2  oz., 
aprox.) 


Si  se  da  leche  evaporada: 

Cal.  totales  que  nece- 
sita el  bebé:  550  cal. 

Calorías  del  azúcar: 

Agua  con  el  azúcar: 

Calorías  de  la  leche: 
Cantidad  de  leche: 

Agua  con  la  leche: 

Totales  (24  horas): 


120  cal. 

180  mis.  (6  oz.) 

430  cal. 

322.5  mls.(  10  3/4  oz., 
aprox.) 

322.5  mls.(10  3/4  oz., 
aprox.) 

550  cal.  825  mis.  (27  1/2  oz., 
aprox.) 


Si  se  da  leche  entera  en  polvo: 

Cal.  totales  que  nece- 
sita el  bebé:  550  cal. 

Calorías  del  azúcar:  120  cal. 

Agua  con  el  azúcar:  180  mis.  (6  oz.) 

Calorías  de  la  leche:  430  cal. 

Cantidad  de  leche  (aprox.):  10  3/4  cucharadas  rasas 

Agua  con  la  leche:  645  mis.  (21  1/2  oz.) 

Totales  (24  horas):  550  cal.  825  mis.  (27  1/2  oz., 

aprox.) 

Estas  3 “fórmulas”  son  isocalóricas.  El  bebé  debe 
recibir  a menudo  “fórmulas”  hipocalóricas  si  se  está 
iniciando  su  convalescencia,  por  ejemplo,  en  la  gas- 
troenteritis aguda.  En  tal  caso,  se  aumentará  gra- 
dualmente la  concentración  calórica  hasta  alcanzar 
la  que  es  isocalórica,  proceso  que  puede  tomar  varios 
días.  Una  recaída  hará  sospechar  intolerancia  a la 
lactosa.  La  actitud  a adoptar  entonces  no  es  cambiar 
a otra  marca  comercial  de  leche  de  vaca,  sino  sus- 
pender la  administración  de  lactosa.  Ello  se  consigue: 
(1)  ofreciendo  al  bebé  solución  electrolítica  per  os 
(cf.  bosquejo  anterior),  o bien  (2)  una  preparación 
láctea  que  no  contenga  lactosa,  i.  e.,  Nutramigen 
(1  medida  rasa  = 9.5  g.  = 42  calorías)  o Probana  (1  me- 
dida rasa  = 9.5  g.  = 42  calorías)  (ambas  de  Mead  John- 
son), o Mullsoy,  o Cho-free  Formula  Base  (estas  dos  últi- 
mas, de  Borden)  a dar  mientras  el  bebé  recupere,  no  in- 
definidamente. 

Los  cálculos  aquí  expuestos  se  refieren  a bebés 
menores  de  3 meses,  presumiblemente  sanos  y sin 
más  aporte  calórico  que  el  de  la  leche.  Para  esta- 
blecer esos  números  se  emplea  el  sistema  métrico 
puesto  que  revela  el  porqué  de  las  “fórmulas”.  Una 
vez  sabido  ese  porqué,  quien  lo  desee  puede  volver 
al  sistema  de  los  boticarios,  mediante  el  cual  se 
enseña  todavía  —de  modo  no  muy  lúcido—  que  un 
bebé  requiere  diariamente  de  1 3/4  a 2 onzas  de 
leche,  o de  2 a 3 onzas  de  líquidos,  por  cada  libra 
de  peso. 
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Hyperbilirubinemia  in  the  newborn  can  result  from 
many  causes.  Isoimmunization  due  to  feto- 
maternal  incompatibility  is  the  most  frequent  cause 
of  jaundice  and  anemia.  Congenital  defects  of  the 
erythrocytes  including  enzymatic  deficiencies  are  also 
important  in  producing  neonatal  hyperbilirubinemia. 

During  the  years  1961-63  a study  was  undertaken 
to  evaluate  hyperbilirubinemia  of  the  newborn  in  our 
institution. 

It  is  the  purpose  of  this  communication  to  report 
the  data  obtained  on  the  group  of  jaundiced  newborns 
who  were  suffering  from  hemolytic  disease.  Hyper- 
bilirubinemia due  to  other  known  causes  and  of  un- 
known etiology  will  be  the  subject  of  other  com- 
munications. 

Material  and  Methods 

Newborns  of  the  San  Juan  City  Hospital  who  developed 
jaundice  during  a period  of  21  months  (1961-63)  were  uti- 
lized in  our  study. 

Out  of  8,476  live  births  physiological  jaundice  occurred 
in  343  (4.05  percent)  and  abnormal  jaundice  in  473  (5.58 
percent).  One  hundred  and  fifty  three  of  the  jaundiced 
babies  were  suffering  from  some  form  of  hemolytic  disease 
and  one  hundred  thirteen  had  marked  transitory  instability 
of  reduced  glutathione  (GSH),  Table  I. 

All  infants  had  the  following  special  laboratory  tests  per- 
formed: Serial  bilirubin  determinations,  reticulocytes,  sphero- 
cytes,  glucose-6-phosphate  dehydrogenase,  screening  method 
of  Motulsky  (1),  glutathione  stability  test  by  the  method 
of  Beutler  (2),  elution  of  antibodies  from  the  erythrocytes 
by  the  heat  technique  of  Landsteiner  (3),  a direct  Coombs 
test  (4),  direct  bromelase  (5),  and  a direct  conglutination 
test  using  AB  serum  (6). 

Identification  and  titration  of  antibodies  in  the  infant’s 
and  mother’s  serum  and  the  baby’s  eluate  employed  the 
following  methods:  saline  agglutination,  albumin  and  in- 

direct Coombs.  The  presence  of  hemolysis  was  also  noted. 
In  suspected  ABO  erythroblastosis  the  mother’s  serum  was 
also  absorbed  with  Witebsky  A and  B soluble  substances 
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to  eliminate  complete,  natural  anti-A  and  anti-B  antibodies 
and  then  an  indirect  antiglobulin  test  was  performed  with 
Ai  and  B erythrocytes.  When  the  mother  and  infant  were 
ABO  compatible  a direct  cross  matching  was  done  utilizing 
the  mother’s  serum  and  the  baby’s  erythrocytes. 

Results 

Erythroblastosis  due  to  Immunization  to  D(RhQ)  Factor 

There  were  20  cases,  (Table  II),  the  mother  being 
D(Rh0)  negative  and  the  baby  D(RhQ)  positive. 

The  direct  Coombs  test  proved  as  reliable  as  the 
elution  technique  in  the  diagnosis  of  our  cases  (7). 
Positive  bromelase  and  conglutination  tests  were  found 
in  only  17  cases  (8).  Free  antibodies  (anti-D)  were  de- 
monstrable in  all  the  babies  in  which  the  test  was  per- 
formed. 

Maternal  antibody  titers  of  less  than  64  (indirect 
Coombs)  were  found  in  10  cases',  six  of  the  babies 
received  exchange  transfusions.  Of  the  babies  bom  to 
the  10  mothers  showing  antibody  titers  of  64  or  more, 
9 required  exchange  transfusions  showing  some  degree 
of  correlation  between  maternal  antibody  titers  and 
severity  of  clinical  disease  in  the  infants. 


TABLE  I:  HYPERBILIRUBINEMIA  DUE  TO 
HEMOLYTIC  DISEASE  OF  THE  NEWBORN 


No.  of  Cases 

Erythroblastosis  D Factor 

20 

Erythroblastosis  c Factor 

2 

Erythroblastosis  ABO  Factor 

114 

Glucose-6-phosphate  dehydrogenase 

deficiency 

17 

Total 

153 

Marked  transitory  instability  of  GSH 

113 

* The  patients  included  in  the  group  transitory  instability 
of  GSH  have  tentatively  been  diagnosed  as  hemolytic  disease, 
but  require  further  elucidation. 


141 


Bol.  Asoc.  Méd.  P.  Rico 
Mayo  1970 


Neonatal  Jaundice 


142 


TABLE  II:  RESULTS  OF  LABORATORY 
TESTS  PERFORMED  ON  INFANTS  WITH 
ERYTHROBLASTOSIS  DUE  TO  D(Rh0) 
FACTOR 

No.  of  Cases 

Direct  Coombs  positive 

20 

Eluates 

20 

Bromelase  (direct  test) 

17 

Conglutination  (direct  test) 

17 

Free  antibodies  (anti-D) 

18 

Free  antibodies  (not  tested) 

2 

TABLE  III:  CLINICAL  DATA  OF  CASES  OF 
D(Rh0)  ERYTHROBLASTOSIS 

No.  of  cases 

20 

ABO  compatible  pregnancies 

18 

Mild  cases 

4 

One  exchange 

11 

Two  exchanges 

4 

Onset  of  jaundice  1st  day 

14 

Prematures 

4 

Kemicterus 

1 

Deaths 

0 

Table  III  lists  some  interesting  clinical  data  on  this 
group  of  patients.  It  has  been  stated  that  there  is 
a protective  action  against  immunization  to  the  D(RhQ) 
factor  in  ABO  incompatible  pregnancies  (9).  This  is 
reflected  in  our  series,  eighteen  of  the  ery throblastotic 
babies  were  bom  of  ABO  compatible  pregnancies. 

With  regard  to  the  severity  of  the  disease  among  our 
group  of  newborns,  more  than  one  exchange  was  re- 
quired in  four  patients  and  one  exchange  in  eleven. 
Visible  jaundice  occurred  during  the  first  day  of  life  in 
fourteen  of  the  babies.  Four  were  mild  cases  with 
meager  clinical  findings  and  bilirubin  levels  that  never 
reached  those  considered  dangerous. 

The  only  case  of  kemicterus  occurred  in  a baby 
brought  to  the  hospital  during  the  6th  day  of  life  having 
an  indirect  bilirubin  of  32  mg/ 100  ml.  We  do  not 
have  an  adequate  follow  up  in  our  cases  to  determine 
residual  brain  damage,  hut  no  signs  or  symptoms  of 
kemicterus  were  observed  during  the  early  neonatal 


TABLE  IV:  POSITIVE  LABORATORY  FIND 


INGS  IN  HEMOLYTIC  DISEASE 
c(Hr’)  FACTOR 

DUE  TO 

No.  of  Cases 

Direct  Coombs  - positive 

2 

Bromelase  (direct)  - positive 

2 

Conglutination  (direct)  - positive 

2 

Eluate  (anti-c)  -positive 

2 

Free  antibodies  (anti-c)  - positive 

2 

TABLE  V:  ABO  ERYTHROBLASTOSIS 

RESULTS  OF  DIAGNOSTIC  LABORATORY 
TESTS  IN  THE  INFANTS  BLOOD 


No.  of  babies 

tested 

Direct  Coombs  Test 

114 

weakly  positive 

9 

Eluates 

100 

positive 

93 

Bromelase  (direct) 

101 

37 

Conglutination  (direct) 

101 

C’ 

15 

Free  antibodies 

97 

° 

52 

Spherocytosis 

72 

50 

Reticulocytosis 

72 

59 

period  among  the  other  babies;  there  were  no  deaths. 

Erythroblastosis  due  to  c(Hr’)  Factor 

Two  babies  were  studied,  the  mothers  being  D(Rh()) 
positive,  c(Hr’)  negative  and  the  infants  D(RhQ)  po- 
sitive, c(Hr’)  positive.  Maternal  titers  of  anti-c  (in- 
direct Coombs)  were  less  than  64  in  one  case  and 
more  than  64  in  the  other.  The  results  of  laboratory 
studies  performed  in  the  babies  blood  are  found  in 
Table  IV.  All  the  serological  tests  performed  were 
positive  in  both  babies.  Both  infants  were  full  term 
and  developed  jaundice  during  the  first  day  of  life; 
both  required  an  exchange  transfusion  and  survived. 

Ihe  finding  of  two  cases  of  erythroblastosis  due 
to  immunization  to  the  c(Hr’)  factor  among  our 
patients  does  not  reflect  the  true  incidence  of  this 
condition  as  only  one  other  similar  case  was  diag- 
nosed in  our  institution  during  the  period  of  1947-61. 
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ABO  Erythroblastosis 

1 he  incidence  of  ABO  erythroblastosis  in  various 
parts  of  the  world  is  much  higher  than  that  due  to 
D(Rho)  factor  (10).  This  is  well  documented  in  our 
series  of  114  ABO  incompatible  babies  that  had  the 
clinical  and  laboratory  evidence  of  erythroblastosis, 
Tables  V and  VI. 

In  our  hands  as  well  as  in  those  of  other  investi- 
gators (7)  the  direct  Coombs  test  proved  very  un- 
reliable; only  nine  babies  had  a weakly  positive  test. 
The  direct  bromelase  and  conglutination  tests  also 
proved  of  little  value.  The  elution  tests  seemed  the 
best  as  93  out  of  100  babies  showed  a positive  eluate 
when  tested  with  Aj  and  B cells  respectively.  The 
elution  technique  has  proved  very  useful  in  the  diag- 
nosis of  ABO  erythroblastosis  (7). 

Free  anti-A  or  anti-B  antibodies  were  found  in  52 
out  of  97  newborns  tested  by  this  technique.  The 
finding  of  free  antibodies  in  the  sera  of  some  of  the 
newborns  studied  is  in  favor  of  a diagnosis  of  ABO 
erythroblastosis  (11).  It  must  be  kept  in  mind  that 
sometimes  free  antibodies  are  found  in  unaffected 
group  A and  B babies  bom  of  group  0 mothers  (12). 

Spherocytes  and  increased  number  of  reticulocytes 
(more  than  5 percent)  were  observed  in  50  out  of 
72  and  59  out  of  72  babies,  respectively.  Other  authors 
(12-13)  report  a higher  incidence  of  spherocytosis  and 
reticulocytosis  in  ABO  erythroblastosis.  In  many  of 
our  babies  the  tests  were  performed  on  the  2nd  and 
3rd  day  of  life  which  may  account  for  our  lower  num- 
ber of  positive  findings,  as  it  has  been  shown  that 
reticulocytosis  and  spherocytosis  tend  to  disappear 
as  the  days  after  birth  go  by. 

The  OA  combination  was  found  in  91  of  our  babies; 
that  is,  mother  group  0 and  baby  A;  mother  group  0 
and  baby  B in  21  cases;  A,  B and  B,  AB  combination 
in  one  instance  each.  Our  series  in  this  respect  is  similar 
to  that  of  others  as  cases  of  ABO  erythroblastosis  are 
associated  in  most  instances  with  group  0 mothers 
and  A(Ai)  infants  (14). 

A study  among  the  mothers  of  this  group  of  patients 
revealed  the  presence  of  hemolysins  in  every  one  of 
them.  Mollison  (12)  has  shown  that  the  finding 
of  hemolysins  correlate  with  the  development  of  ABO 
erythroblastosis.  Immune  antibodies  as  shown  by  the 
presence  of  positive  indirect  Coombs  test  in  the  serum 
of  the  mothers  after  they  were  neutralized  with  Witeb- 
sky  A and  B substances  were  found  in  88  out  of  104 
maternal  bloods  tested. 

We  realize  that  high  maternal  titers  of  immune  anti-A 
and  anti-B  are  not  diagnostic  of  ABO  erythroblastosis 


as  they  may  be  associated  with  non-specific  stimulation 
by  A or  B like  substances  found  in  vaccine,  viruses,  etc. 

Visible  jaundice  appeared  during  the  first  day  of  life 
in  67  percent  of  the  babies,  Table  VI.  There  were  29 
mild  cases  in  which  the  bilirubin  values  did  not  go 
beyond  those  considered  compatible  with  physiological 
jaundice.  Many  of  the  babies  were  severe  cases  as  indi- 
cated by  the  need  for  exchange  transfusions;  the  morta- 
lity was  four  out  of  1 14. 

The  presence  of  massive  parasitosis  among  some 
members  of  our  indigent  population  and  its  possible 
effect  on  the  titers  of  anti-A  and  anti-B  antibodies 
may  have  a bearing  on  the  incidence  and  severity  of 
ABO  erythroblastosis  among  the  Puerto  Rican  popu- 
lation and  deserves  further  elucidation. 

Glucose-6-Phosphate  Dehydrogenase  Deficiency 

The  sex  linked  hereditary  deficiency  of  glucose-6- 
phosphate  dehydrogenase  is  a known  cause  of  drug 
induced  hemolytic  anemia  and  of  favism  (15).  The 
defect  exists  among  Puerto  Ricans,  the  incidence  among 
negroes,  being  3.5  percent,  Suarez  et  al  (16).  Doxiadis 
(17-18)  found  this  deficiency  to  account  for  a signifi- 
cant number  of  cases  of  severe  neonatal  jaundice  and 
kemicterus  while  no  existing  precipitating  factor  was 
found  in  any  of  the  babies;  Smith  et  al  (19)  report 
similar  findings. 

Determination  of  glucose-6-phosphate  dehydrogenase 
was  performed  on  337  babies;  normal  values  of  below  2 
hours  were  found  among  320  and  abnormal  values  in 
seventeen  others.  The  results  of  (GSH)  reduced  gluta- 
thione stability  tests  for  17  glucose-6-phosphate  defi- 


TABLE  VI:  CLINICAL  DATA  ON  114  CASES 
OF  ERYTHROBLASTOSIS 


No.  of  Cases 

Visible  jaundice  during  1st  day  of  life 

67 

Mild  cases 

29 

One  exchange  transfusion 

21 

Two  exchange  transfusions 

28 

Deaths:  Staphylococcal  Sepas 

1 

During  exchange  transfusion 

1 

Immediately  after  exchange 

1 

Prematurity 

1 
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cient  newborns  is  found  in  Table  VII. 

The  hereditary  pattern  of  the  disease  is  apparent 
from  our  patients  among  which  males  predominated, 
eleven  out  of  seventeen,  Table  VIII.  Males  inheriting 
the  defect  from  the  mother  are  reactors,  while  fe- 
males may  be  normal  or  reactors  of  various  degrees. 
The  finding  of  very  low  values  of  GSH  after  incubation 
with  acetylphenylhydrazine  (APH)  is  characteristic  of 
patients  with  deficiency  of  glucose-6-phosphate  dehy- 
drogenase; normal  values  are  above  40  mg/100  ml 
RBC  (20). 

That  severe  jaundice  may  be  observed  associated 
with  deficiency  of  glucose-6-phosphate  dehydrogenase 
is  illustrated  among  our  patients;  eight  of  them  had 
bilirubin  values  of  20  mg.  or  more;  seven  showed 
jaundice  during  the  first  day  of  life  and  exchange 
transfusions  were  performed  in  two  of  the  babies, 
Table  VIII.  With  the  exception  of  the  newborn 
with  staphylococcal  sepsis  in  our  group  of  17  pa- 
tients the  only  drug  received  by  the  babies  was  1 mg. 
of  Vitamin  K (Aqua  Mephyton).  The  possibility 
of  maternal  transfer  of  drugs  or  hormones  in  the 
production  of  hyperbilirubinemia  in  this  group  of 
patients  cannot  be  ruled  out. 

Marked  Transitory  Instability  of  Reduced  Glutathione 

A study  of  reduced  glutathione  (GSH)  performed  on 
320  babies  which  had  normal  glucose-6-phosphate  dehy- 
drogenase is  found  in  Table  IX.  Correction  of  the  insta- 
bility of  GSH  was  effected  by  the  addition  of  glucose 
“in  vitro”,  this  has  been  observed  by  others  in  normal 
newborns  while  the  instability  of  GSH  in  glucose-6- 
phosphate  dehydrogenase  deficient  babies  is  not  correc- 
ted by  glucose  (21). 

One  hundred  thirteen  of  the  320  babies  with  normal 
glucose-6-phosphate  dehydrogenase  had  GSH  values  af- 
ter incubation  with  APH  of  less  than  20  mg/ 100  ml 
of  RBC:  (normal  values  are  more  than  40  mg.).  In 
these  babies  the  possibility  of  hemolytic  disease  asso- 
ciated with  the  transitory  instability  of  reduced  gluta- 
thione which  occurs  in  the  newborn  period  was  con- 
sidered. Special  findings  on  this  group  of  113  babies 
is  found  in  Table  X. 

It  is  evident  from  the  data  on  this  group  of  pa- 
tients that  many  of  them  had  early  or  severe  jaun- 
dice. Those  showing  feto-maternal  ABO  incompa- 
tibility had  no  laboratory  evidence  supporting  a diag- 
nosis of  ABO  erythroblastosis.  No  explanation  for 
the  jaundice  among  this  group  of  newborns  was  found 
except  the  very  low  values  of  GSH  after  incubation 


with  APH. 

The  important  consideration  is  whether  we  are 
justified  in  correlating  the  instability  of  GSH  and  the 
hyperbilirubinemia  of  these  newborns.  Studies  by 
others  (21)  reveal  that  in  the  glutathione  stability 
test  glucose  values  drop  to  10-12  mg/100  ml  before 
the  level  of  GSH  begins  to  fall.  Though  it  is  known  that 
newborns  are  prone  to  develop  hypoglycemia,  it  is 
hard  to  conceive  that  such  nonphysiologic  levels  of 
glucose  may  be  reached  “in  vivo”. 

TABLE  VII:  STUDIES  ON  THE  STABILITY 
OF  GLUTATHIONE  (GSH)  ON  THE  SEVEN- 
TEEN BABIES  FOUND  TO  HAVE  DEFICIEN- 
CY OF  GLUCOSE  6 PHOSPHATE  DEHYDRO 
GENASE 


No.  of  babies 

Glucose-6-phosphate  dehydrogenase 

values  of  over  five  hours 

14 

GSH*  after  incubation  with  acetyl- 

Range 

Mean 

phenyl-hydrazine  (APH) 

1.39-22.2 

7.37 

Glucose-6-phosphate  dehydrogenase 

values  of  between  3-5  hrs. 

3 

GSH*  after  incubation  with  acetyl- 

phenyl-hydrazine  (APH) 

2.23-40.3 

15.03 

* GSH/100  ml  RBC 


TABLE  VIII:  CLINICAL  DATA  ON  THE 
GROUP  OF  17  INFANTS  WITH  GLUCOSE-6- 
PHOSPHATE  DEHYDROGENASE 
DEFICIENCY 


Males  11 

Females  6 

Onset  jaundice  1st  day  7 

Bilirubin  20  mg  or  more  8 

One  exchange  transfusion  1 

Two  exchange  tranfusions  1 

Prematures  2 

ABO  incompatibility  1 

Mild  respiratory  distress  1 

Staphylococcal  sepsis  1 

Mortality  0 
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TABLE  IX:  RESULTS  OF  GLUTATHIO 

NE  STABILITY  TESTS  WITH  AND  WITH 
OUT  THE  ADDITION  OF  GLUCOSE  IN  NEW 
BORNS  WITH  NORMAL  GLUCOSE-6  PHOS 
PHATE  DEHYDROGENASE 


A.  Number  of  babies  tested 

320 

Range 

Mean 

GSH* 

47.4  121.1 

79.35 

GSH*  after  incubation  with 

APH 

3.63  96.3 

32.79 

B.  Number  of  babies  tested 

53 

GSH* 

49.47  102.71 

76.82 

GSH*  after  incubation  with 

APH 

3.63  78.72 

32.18 

GSH*  (400  mg  glucose/ml 
blood  added) 

53.96  114.72 

75.74 

GSH*  after  incubation  with 

APH  (400  mg  glucose/ml 

blood  added) 

27.02  101.71 

69.2 

* Results  of  GSH /1 00  ml 

RBC 

TABLE  X:  MARKED  INSTABILITY  OF  RE 
DUCED  GLUTATHIONE  (GSH)  - CLINICAL 
AND  LABORATORY  DATA  (113  CASES) 

No.  of  babies 

Jaundice  1st  day  of  life 

24 

Bilirubin  20  mg  or  more 

15 

Mild  jaundice 

58 

Prematures 

22 

One  exchange  transfusion 

4 

Two  exchange  transfusions 

1 

OA  combination 

10 

OB  combination 

4 

Preeclampsia  in  mother 

1 

Cyanosis 

1 

Positive  serology  mother 

1 

Furthermore  Zinkham  (21)  has  shown  that  in  the 
absence  of  oxidizing  drugs  (Vitamin  K or  APH)  which 
are  the  ones  used  in  the  glutathione  stability  test, 
glucose  may  drop  to  levels  of  10  mg/ 100  ml  without 


affecting  the  amount  of  the  GSH.  In  our  patients 
the  only  possible  offending  drug  was  1 mg.  of  Vitamin 
K (aqua  mephyton)  given  to  all  the  newborns.  It  is  im- 
probable that  such  a small  dose  of  Vitamin  K may 
cause  hemolysis  in  newborns  with  normal  glucose-6- 
phosphate  dehydrogenase,  though  showing  in-vitro  a 
marked  drop  in  GSH  in  the  glutathione  stability  test. 

Of  course  we  cannot  completely  disregard  the  possi- 
bility that  some  of  the  mothers  may  have  received 
other  drugs  capable  of  passing  the  placenta  before 
delivery.  Also  the  role  of  high  hormone  levels  in 
producing  hemolysis  requires  further  elucidation. 

Summary 

Among  473  newborns  with  abnormal  hyperbili- 
rubinemia, 153  were  found  to  have  hemolytic  disease- 
ABO  erythroblastosis  (114  cases),  being  the  most 
common  cause,  was  followed  by  the  next  most  frequent 
one,  immunization  to  the  D(RhQ)  factor,  (20  cases). 
Two  cases  of  hemolytic  disease  due  to  the  c(Hr’)  factor 
were  also  studied.  The  diagnostic  value  of  the  various 
laboratory  tests  is  discussed. 

Deficiency  of  glucose-6-phosphate  dehydrogenase 
was  found  among  17  infants  with  abnormal  hyper- 
bilirubinemia. 

Among  113  newborns  marked  instability  of  reduced 
glutathione  (GSH)  was  found.  The  possible  role  of 
this  deficiency  in  producing  hyperbilirubinemia  is  dis- 
cussed though  no  definite  conclusions  are  reached. 

Resumen 

De  473  recién  nacidos  con  hyperbilirubinemia  anor- 
mal se  encontraron  153  que  padecían  de  enfermedad 
hemolítica.  Eritroblastosis  debido  a incompatibilidad 
de  ABO  fue  la  causa  más  frecuente  (114  casos),  siguien- 
do la  immunización  al  factor  D(RhQ),  20  casos.  Dos 
casos  de  anemia  hemolítica  debido  al  factor  c(Hr’) 
fueron  estudiados.  Se  discute  el  valor  diagnóstico  de  1 
diversas  pruebas  de  laboratorio  utilizadas  en  este  grupo 
de  infantes. 

En  17  infantes  con  ictericia  anormal  se  encontró 
una  deficiencia  de  glucosa-6-fosfato  deshidrogenasa. 

En  113  recién  nacidos  había  una  instabilidad  mar- 
cada de  glutatione  reducido.  La  relación  de  este 
defecto  transitorio  a ictericia  del  recién  nacido  es 
discutido  aunque  no  se  llegó  a conclusiones  definiti- 
vas. 
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Infections  caused  by  gram-negative  bacilli  result- 
ing in  bacteremia  are  playing  an  increasingly 
prominent  role  as  causes  of  both  fatal  and  life-threaten- 
ing infections  (1,  3).  Even  with  optimal  therapy, 
tlie  mortality  rate  remains  high,  particularly  in  those 
patients  in  whom  vascular  collapse  (shock)  occurs. 
For  this  reason,  frequent  reassessment  of  current  ther- 
apy is  indicated  until  a more  satisfactory  therapeutic 
regime  can  be  found.  Such  an  evaluation,  however, 
requires  an  assessment  of  the  variables  in  the  natural 
history  of  gram-negative  bacteremia  in  order  to  mini- 
mize the  chances  of  attributing  therapeutic  results 
to  patient  sample  bias.  This  study  attempts  to  define 
more  clearly  the  clinical  variables  which  influence 
prognosis,  makes  various  recommendations  as  to  pre- 
vention and  management,  and  reviews  current  therapy 
in  gram-negative  bacteremia.  The  importance  of  under- 
lying disease  of  the  host  as  a major  determinant  of 
lethality  in  these  patients  is  demonstrated  and  its 
importance  in  the  assessment  of  various  other  para- 
meters is  emphasized. 

Materials  and  Methods 

A retrospective  study  was  made  of  the  records  of  50 
male  patients  with  one  or  more  pre-mortem  blood  cultures 
from  which  gram-negative  bacilli  other  than  salmonella  species 
were  isolated.  These  patients  were  all  hospitalized  at  the  San 
Juan  VA  Hospital  between  July  1954  and  June  1968.  Only 
patients  whose  blood  cultures  were  thought  not  to  represent 
contaminants  were  included  in  the  review.  The  study  was 
not  limited  to  patients  with  hypotension,  but  included  all 
patients  with  gram-negative  bacteremia.  Shock  was  con- 
sidered to  have  occurred  if  the  systolic  blood  pressure  was 
less  than  90  mm  Hg.  in  a previously  normotensive  patient 
or  if  a decrease  of  more  than  50  mm  Hg.  occurred  in  patients 
with  antecedent  hypertension. 
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Puerto  Rico  School  of  Medicine. 
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Infections  which  became  apparent  after  hospital  admission 
and  those  which  occurred  in  patients  hospitalized  during  the 
two  months  preceding  the  current  admission  were  considered 
to  be  “hospital-associated”,  (nosocomial)  (11). 

To  evaluate  the  importance  of  the  host  in  relation  to  various 
parameters,  patients  were  divided  into  three  groups  based  on 
severity  of  underlying  disease  as  described  by  McCabe  and 
Jackson  (14).  Patients  with  acute  leukemia  and  other  ra- 
pidly lethal  illnesses  were  considered  to  have  “rapidly  fatal 
underlying  disease.  Patients  with  diseases  of  intermediate 
severity  were  classified  as  “ultimately  fatal”.  These  included 
patients  with  metasfatic  malignancies,  chronic  leukemia,  lym- 
phoma, chronic  uremia,  liver  disease  with  bleeding  varices  or 
coma,  and  immunologic  disease  with  renal  involvement.  The 
remaining  patients  wree  grouped  in  the  nonfatal  category 
(11). 


1.  LETHALITY  AND  UNDERLYING  DISEASES  OF 
THE  DIFFERENT  AGE  GROUPS  (TABLES  I-IV) 
Thirty  cases  of  gram-negative  bacteremia  occurred 
in  the  Medical  Service  with  a 50  percent  lethality. 
There  were  20  cases  in  the  Surgical  Service  with  a 
45  percent  lethality.  In  the  group  of  patients  studied 
50  percent  were  over  55  years  of  age.  The  lethality 
among  those  less  than  55  years  was  44  percent  and 
among  those  over  55  years  was  52  percent  (no  statis- 
tical difference  noted).  In  the  16-35  years  age  group 
(Table  I)  there  were  two  cases  with  rapidly  fatal  di- 
seases and  five  cases  with  ultimately  fatal  diseases 
in  a group  of  nine  cases.  The  lethality  in  this  group 
was  78  percent.  In  the  36-55  years  age  group  (Table 
II)  all  those  that  died  had  underlying  diseases  considered 
as  ultimately  fatal.  The  lethality  in  this  group  of  pa- 
tients was  25  percent.  In  the  56-75  years  age  group 
(Table  III)  five  cases  had  ultimately  fatal  diseases 
and  one  had  a rapidly  fatal  disease.  The  lethality 
among  those  having  “non- fatal’  diseases  was  22  per- 
cent while  among  those  with  rapidly  fatal  or  ultimately 
fatal  diseases  was  83  percent.  The  group  of  patients 
over  75  years  (Table  IV)  was  characterized  by  the  pre- 
sence of  malignancy  in  a high  percentage  of  cases. 
The  lethality  among  those  with  ultimately  fatal  ill- 
nesses was  57  percent. 
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TABLE  I:  LETHALITY  AND  UNDERLY 
ING  DISEASES  OF  THE  16-35  AGE  GROUP 


Underlying  Diseases 

Cases 

Deaths 

Lymphoma 

3 

3 

Carcinoma  of  bladder 

1 

1 

2nd.  and  3rd.  degree  burns 

1 

1 

Laennec’s  cirrhosis 

2 

2 

Urethral  stricture 

1 

- 

Acute  enterocolitis 

1 

- 

Totals 

9 

7 

TABLE  II:  LETHALITY  AND  UNDERLY- 
ING DISEASES  OF  THE  36-55  AGE  GROUP 


Underlying  Diseases 

Cases 

Deaths 

Lymphoma 

1 

1 

Chronic  Pyelonephritis 

3 

- 

Sarcoidosis,  (intestinal  obstruction 

with  perforation) 

1 

- 

Laennec’s  cirrhosis 

3 

2 

Urethral  stricture 

1 

- 

Doriden  intoxication 

Schizophrenia  (paranoid) 

1 

_ 

Cholelithiasis,  cholecystitis 

1 

- 

Marie-Strumpell 

1 

- 

Infectious  hepatitis 

1 

- 

Previous  TB  (inactive) 

1 

- 

Multiple  myeloma 

1 

1 

Acute  pyelonephritis 

1 

- 

Totals 

16 

4 

TABLE  III:  LETHALITY  AND  UNDERLY- 
ING DISEASES  OF  THE  56  75  AGE  GROUP 

Underlying  Diseases 

Cases 

Deaths 

Multiple  myeloma 

1 

. 

Carcinoma  of  stomach 

2 

2 

Carcinoma  of  rectum 

1 

1 

Carcinoma  of  prostate 

1 

1 

Intestinal  obstruction  (Mechanical 

strangulation) 

1 

1 

Urethral  stricture 

2 

- 

Urinary  Tract  infection 

6 

2 

Occipital  bone  fracture 

1 

- 

Totals 

15 

7 

TABLE  IV:  LETHALITY  AND  UNDERLY 
ING  DISEASES  OF  THE  OVER  75  AGE 
GROUP 


Underlying  Diseases 

Cases 

Deaths 

Carcinoma  of  prostate 

2 

2 

Carcinoma  of  bladder 

1 

1 

Carcinoma  of  stomach 

2 

1 

Urinary  tract  infection 

3 

2 

Laennec’s  cirrhosis 

2 

- 

Totals 

10 

6 

2.  LETHALITY  AND  SHOCK  (TABLES  V,  VI) 

Vascular  collapse  (shock)  was  documented  in  thirty 
patients.  Twenty-four  of  those  where  shock  developed 
ultimately  died  with  an  80  percent  lethality.  Once 
vascular  collapse  occurred  lethality  was  high  regard- 
less of  levels  of  systolic  pressures.  Vasoactive  drugs 
were  used  in  seven  patients  who  developed  shock. 
No  correlation  could  be  established  between  lethality 
and  duration  of  shock  due  to  the  limited  number  of 
patients  that  were  hypotensive  less  than  twelve  hours. 
Shock  of  over  12  hours  duration  was  accompanied 
by  a high  lethality. 


TABLE  V:  LETHALITY  AND  LEVELS  OF 
SYSTOLIC  BLOOD  PRESSURE 


Systolic  Blood  Pressure 
(m.m.  of  Hg.) 

Cases 

Deaths 

80-90 

17 

13 

70-79 

2 

1 

50-69 

4 

3 

Less  than  50 

7 

7 

Totals 

30 

24 

TABLE  VI:  LETHALITY  AND  DURATION 
OF  HYPOTENSION  IN  HOURS 


Duration  of  Hypotension 

Cases 

Deaths 

Less  than  12  hours 

3 

2 

12-48  hours 

11 

9 

More  than  48  hours 

16 

13 

Totals 

30 

24 
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3.  LETHALITY,  SITE  OF  INFECTION  AND  RELA- 
TIONSHIP TO  ENVIRONMENT  (TABLES  Vil,  VIII, 
IX) 

Ihe  most  common  site  of  infection  was  the  urinary 
tract.  Thirty-one  patients  liad  urinary  tract  infections 
which  were  either  acute  or  chronic  with  a recent  exa- 
cerbation. Acute  infections  were  usually  secondary 
to  indwelling  catheters.  In  patients  with  urinary 
infections  as  the  source  of  bacteremia,  the  lethality 
was  39  percent  whereas  in  those  with  non-urinary 
infections  the  lethality  was  63  percent.  In  spite  of 
observing  a lower  lethality  among  patients  with  uri- 
nary infections  as  a source  of  bacteremia,  we  could 
not  find  any  association  between  survival  and  the 
localization  of  infection  in  the  urinary  tract.  (Table 

VII). 


TABLE  VII:  LETHALITY  AND  SITE  OF 
INFECTION 


Site  of  Primary  Infection 

Cases 

Died 

Lethality 

Urinary  tract 

31 

12 

38.70* 

Non-urinary  tract 

19 

12 

63.1 

Totals 

50 

24 

* In  spite  of  observing  a lower  lethality  among  the  patients 
with  urinary  tract  infection  we  could  not  find  any  association 
between  survival  and  the  localization  of  infection  at  the 
urinary  tract. 

Chi  square  observed  — 2.82  less  than  Chi  square  critical  — 3.84 
X]  =2.82  less  than  xj  , 5 percent  =3.84 


TABLE  VIII:  LETHALITY  AND  HOSPITAL 
OR  NON-HOSPITAL  ACQUISITION  OF  IN- 
FECTION 


Source 

Cases 

Deaths 

Lethality 

Hospital  acquired 

25 

15 

60  percent  * 

Non-hospital 

acquired 

25 

9 

36  percent 

Totals 

50 

24 

Chi  square  observed  — 2.88  less  than  Chi  square  critical 
= 3.84 


2 2 

xi  — 2.88  less  than  x¡  ,5  percent  —3.84 

* In  spite  of  observing  a higher  lethality  among  the  group 
of  cases  with  hospital-acquired  infection,  it  was  determined 
that  this  observation  was  independent  from  the  non-hospital- 
acquired  infections. 


TABLE  IX:  SHOCK  AND  HOSPITAL  OR 
NON  HOSPITAL  ACQUISITION  OF  INFEC- 
TION 


Source 

Cases 

Dev.  Shock 

Percent 

Hospital  acquired 

25 

17 

68 

Non-hospital 

acquired 

25 

13 

52 

Totals 

50 

30 

2 2 

xi  — 1.29  less  than  x i , 5 percent  — 3.84 


Shock  and  hospital,  non-hospital  acquired  infections  are  in- 
dependent. 

The  lethality  of  hospital  and  non-hospital  “asso- 
ciated ” gram-negative  rod  bacteremia  was  compared 
(Tables  VIII,  IX).  Twenty-five  episodes  of  bacteremia 
were  considered  to  be  “hospital  associated”.  Seven- 
teen of  these  cases  developed  shock.  The  overall 
lethality  in  this  group  of  “hospital  associated”  bac- 
teremia was  60  percent  as  compared  with  the  letha- 
lity of  non-hospital  acquired  bacteremia  which  was 
36  percent.  In  spite  of  observing  a higher  lethality 
among  the  cases  with  “hospital  associated”  bacteremia, 
it  was  statistically  determined  that  this  finding  was 
independent  from  the  non-hospital  acquired  infections. 
Thus,  we  could  not  determine  that  the  lethality  in 
“hospital  associated”  bacteremia  was  greater  than  in 
non-hospital  acquired  gram-negative  bacteremia.  Shock 
was  as  frequent  in  hospital  associated  infections  as  in 
non-hospital  infections  (Table  IX). 

4.  CLINICAL  AND  LABORATORY  FEATURES  (TA- 
BLE X,  ITEMS  A-H) 

All  the  patients  had  some  degree  of  fever,  the 
majority  had  fever  above  101°  F (40  cases).  Most 
patients  had  adequate  urinary  output  during  the  epi- 
sode of  gram-negative  bacteremia  of  greater  than  500 
ml.  per  day  (28  cases).  There  were  eleven  cases 
with  less  than  500  ml.  of  urine  per  day.  Over  50 
percent  of  the  cases  had  significant  leukocytosis  and 
there  was  no  significant  correlation  with  lethality. 
The  carbon  dioxide  content  was  recorded  in  twenty- 
eight  cases.  Over  one-half  of  the  cases  had  low  CO2 
content  in  their  serum.  The  low  CO2  content  was 
ultimately  related  to  the  presence  of  either  azotemia 
or  shock.  No  significant  alterations  in  serum  calcium 
levels  were  encountered  when  single  determinations 
were  performed  during  the  episodes  of  bacteremia. 
Scheitlin  and  Frick  (5)  recently  reported  that  serum 
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TABLE  X:  CLINICAL  AND  LABORATORY 
FEATURES 


A-  Temperature  (Y) 

Cases 

Deaths 

98.5  - 99 

None 

None 

99- 101 

10 

6 

101  - 103 

22 

12 

Above  103 

18 

6 

Totals 

50 

24 

B-  Urinary  Output  (cc/day) 

Less  than  50 

3 

2 

50  - 500 

8 

3 

More  than  500 

28 

19 

Totals 

39 

24 

C-  WBC  Count  (ths/cmm) 

Less  than  5 

1 

1 

5-15 

22 

10 

15-25 

20 

10 

More  than  25 

7 

3 

Totals 

50 

24 

D-  CO2  Content  (meq/1) 

Less  than  10 

1 

1 

10-14 

4 

4 

15-19 

10 

6 

20-28 

10 

5 

More  than  28 

3 

1 

Totals 

28 

17 

E-  Ca  (meq/1) 

5-  10 

5 

3 

10-15 

3 

1 

Totals 

8 

4 

F-  P (mq/percent) 

3-5 

18 

11 

6-15 

1 

1 

Totals 

19 

12 

G-  Semm  Amylase 
(Somogyi  Units) 

25-75 

14 

11 

75  - 160 

3 

1 

Totals 

17 

12 

H-  BUN  (mg/100  ml) 

8-25 

30 

14 

30-150 

10 

7 

Totals 

40 

21 

phosphorus  levels  decreased  abruptly  in  patients  with 
gram-negative  bacteremia.  Serum  phosphorus  levels 
were  determined  in  nineteen  cases  during  the  episodes 


of  bacteremia.  Eighteen  of  them  had  levels  greater 
than  3 mg.  per  100  ml.  The  majority  of  the  patients 
had  normal  serum  amylase  levels  during  their  episode 
of  bacteremia.  The  blood  urea  nitrogen  (BUN)  was 
determined  at  the  onset  of  bacteremia  in  forty  patients. 
The  majority  (30  patients)  had  normal  levels.  Only 
ten  patients  had  elevations  above  25  mg  percent  and 
these  abnormalities  were  mostly  associated  with  pre- 
viously established  chronic  renal  disease. 

5.  LETHALITY  AND  ORGANISM  PRESENT  (TABLE 
XI) 

The  various  bacterial  species  isolated  from  the  blood 
stream  in  order  of  frequency  are  listed.  This  order  of 
frequency  is  similar  to  other  studies  performed  at  several 
hospitals  in  the  United  States  (1,  3).  There  was  no 
statistically  significant  correlation  between  the  type  of 
organism  isolated  and  the  age  of  the  patient  nor  the 
presence  of  shock  (2).  A higher  lethality  appeared  to 
be  associated  with  mixed  infections. 


TABLE  XI:  LETHALITY  AND  ORGANISMS 
PRESENT 


Organism 

Cases 

Deaths 

E.  coli 

18 

5 

Klebsiella-aerobacter 

11 

6 

Proteus  sp. 

8 

5 

Pseudomonas 

7 

4 

Mixed  * 

3 

3 

Serratia  marascences 

1 

0 

Diphtheroid 

1 

0 

E.  Freundii 

1 

1 

Totals 

50 

24 

* (1)  Pr.  mirabilis,  Klebsiella-aerobacter 

(2)  Int.  coliform,  Pr.  mirabilis 

(3)  Pr.  mirabilis,  Pseudomonas  aeroginosa 


6.  LETHALITY  AND  USE  OF  ANTIBIOTIC  (TA- 
BLES XII,  XIII) 

No  correlation  was  found  between  “in  vitro”  anti- 
biotic sensitivity  and  therapeutic  results.  The  lethality 
in  those  patients  where  an  “appropriate”  antibiotic 
was  administered  was  27  percent  while  in  those  where 
an  “inappropriate”  antibiotic  was  administered  was 
38  percent.  The  fact  that  in  our  series  there  were  18 
patients  in  whom  sensitivity  studies  were  not  done, 
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or  could  not  be  located,  could  have  possibly  accounted 
for  this  lack  of  correlation.  Specific  consideration  of 
patients  in  shock  revealed  a 50  percent  lethality  in 
those  receiving  an  “appropriate”  antibiotic  and  a 60 
percent  lethality  in  those  receiving  antibiotics  deemed 
“inappropriate  . Thus,  in  our  series,  administration  of 
an  “appropriate  antibiotic  was  not  effective  in  decreas- 
ing lethality  in  gram-negative  hacteremic  shock  although 
antibiotic  sensitivity  studies  were  not  performed  in  all 
cases. 


TABLE  XII:  LETHALITY  AND  USE  OF  AN 
TIBIOTICS 


Antibiotics 

Cases 

Deaths 

Percent 

Lethality 

Appropriate 

11 

3 

27* 

Inappropriate 

21 

.8 

38 

Totals 

32 

11 

* There  were 

18  patients  in 

whom  sensitivity  of  organism 

was  not  tested 

or  the  results 

of  which  were 

not  recorded. 

TABLE  XIII:  LETHALITY  AND  EFFICA- 
CY OF  ANTIBIOTICS  IN  PATIENTS  WITH 
SHOCK 

Antibiotics 

Cases 

Deaths 

Percent 

Lethality 

Appropriate 

4 

2 

50 

Inappropriate 

10 

6 

60 

Totals 

14 

8 

7.  IN  VITRO  ANTIBIOTIC  SENSITIVITIES  (TABLE 
XIV) 

Antibacterial  therapy  for  these  patients  had  to  be 
initiated  on  empirical  grounds,  as  rapid  techniques 
for  the  isolation  and  species  differentiation  of  gram- 
negative bacilli  were  not  readily  available.  Table  XIV 
illustrates  the  results  of  sensitivity  studies  and  sug- 
gests the  antibiotics  to  be  used  initially. 
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TABLE  XIV:  “IN  VITRO”  ANTIBIOTIC 
SENSITIVITIES 


No.  of  Times 

No.  of  Organisms 

Percent 

Antibiotic 

Tested 

Sensitive 

Sensitive 

Polymyxin  B 

2 

2 

100 

Colistimethate 

8 

7 

88 

Kanamycin 

28 

24 

86 

Keflin 

11 

9 

82 

Chloromycetin 

33 

21 

64 

Streptomycin 

31 

18 

58 

Tetracycline 

32 

12 

38 

Penicillin 

28 

3 

11 

8.  EFFICACY  OF  ADRENOCORTICAL  STEROIDS 
AND  VASOPRESSOR  AGENTS  (TABLE  XV) 
Adrenocortical  steroids  were  used  in  fifteen  patients 

in  this  study.  The  dosage  ranged  from  50  to  300  mg. 
with  an  average  dose  of  175  mg.  of  hydrocortisone 
or  its  equivalent  per  day.  The  lethality  was  67  percent 
in  patients  given  steroids  and  40  percent  in  those  not 
given  steroids.  In  patients  with  vascular  collapse  (shock) 
that  were  given  steroids  the  lethality  was  75  percent, 
while  in  those  not  given  steroids  there  was  a 69  per- 
cent lethality  (Table  XV).  These  results  most  likely 
represent  administration  of  steroids  to  the  more  cri- 
tically ill  patients. 

Vasopressor  agents,  predominantly  levarterenol  (Le- 
vophed),  were  used  in  seven  cases.  In  patients  adminis- 
tered vasopressors  the  lethality  was  86  percent.  In  the 
group  of  patients  that  did  not  receive  vasopressors  the 
lethality  was  41  percent.  Not  all  the  patients  that 
developed  shock  received  vasopressor  drugs.  There  were 
18  patients  who  developed  vascular  collapse  and  did  not 
receive  vasopressor  therapy.  The  lethality  in  this  group 
of  patients  was  67  percent  (Table  XV). 

9.  ANNUAL  INCIDENCE  OF  GRAM-NEGATIVE  BAC- 
TEREMIA AT  THE  SAN  JUAN  V.  A.  HOSPITAL 
(TABLE  XVI) 

During  the  past  14  years  the  number  of  cases  of 

gram-negative  bacteremia  per  1000  admissions  has  aver- 
aged 0.99  cases.  There  has  been  no  statistically  sig- 
nificant increase  during  those  years. 


Discussion 


Prior  to  the  introduction  of  sulfa  drugs,  gram- 
negative bacteremia  was  either  infrequently  encountered 
or  infrequently  recognized  and  was  almost  always  due 
to  E.  coli.  Since  that  time  the  incidence  of  this 
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TABLE  XV:  EFFICACY  OF  ADRENOCOR- 
TICAL STEROIDS  AND  VASOPRESSOR  A 
GENTS 


A-  Entire  Group 

Cases 

Deaths 

Steroids 

15 

10 

No  steroids 

35 

14 

Totals 

50 

24 

B-  Patients  in  Shock 

Steroids 

12 

9 

No  steroids 

13 

9 

Totals 

25 

18 

C-  Entire  Group 

V asopressors 

7 

6 

No  vasopressors 

43 

18 

Totals 

50 

24 

D-  Patients  in  Shock 

V asopressors 

7 

6 

No  vasopressors 

18 

12 

Totals 

25 

18 

TABLE  XVI:  ANNUAL  INCIDENCE  OF 

GRAM-NEGATIVE  BACTEREMIA  AT  SAN 
PATRICIO  VA  HOSPITAL 


Fiscal  Year 

No.  of  Ad. 
missions 

Cases 

Cases/ 1000  Ad- 
missions 

1954  - 55 

1813 

0 

0 

1955  - 56 

1863 

2 

1.07 

1956  - 57 

2260 

3 

1.33 

1957  - 58 

4084 

0 

0 

1958  - 59 

4284 

2 

.46 

1959-60 

4664 

3 

.64 

1960-61 

4565 

2 

.44 

1961-62 

4657 

2 

.43 

1962-63 

3725 

9 

2.42 

1963  - 64 

3928 

3 

.76 

1964  - 65 

3749 

3 

.80 

1965  - 66 

3841 

12 

3.12 

1966  - 67 

3614 

5 

1.38 

1967  - 68 

3224 

4 

1.24 

TOTALS 

50271 

50 

0.99 

(Average) 

clinical  entity  caused  by  a widening  spectrum  of 
responsible  bacilli  has  been  increasing  (12).  Although 
there  has  been  a number  of  reviews  of  this  subject 
(1,  3,  4,  11,  14),  only  two  (3,  14)  make  reference 
to  mortality  as  related  to  various  clinical  and  labora- 


tory features  of  the  disease  and  only  one  (11)  makes 
reference  to  the  importance  of  underlying  disease 
in  patients  with  gram-negative  bacteremia.  Such  cor- 
relations may  make  possible  more  definitive  analysis 
of  therapy.  This  was  one  of  the  major  goals  of  this 
review.  The  overall  lethality  was  48  percent  while 
in  those  who  developed  shock  it  was  80  percent. 
These  results  are  similar  to  those  reported  from  the 
mainland  (1,  3,  4,  13).  It  is  most  interesting  to 
note  that  in  our  series,  of  those  patients  with  bac- 
teremia who  did  not  develop  shock  none  actually 
died.  In  our  adult  male  population  no  significant 
correlation  was  found  between  age  and  lethality.  Si- 
milar findings  were  reported  by  McCabe  and  Jackson 
in  their  series  of  cases  (14).  The  importance  of  the 
underlying  disease  in  gram-negative  bacteremia  can- 
not be  overemphasized  (11,  14).  In  our  youngest 
patients  (16-35  years)  the  lethality  was  78  percent 
likely  due  to  the  fact  that  all  who  died  suffered 
from  either  “rapidly  fatal”  or  “ultimately  fatal”  di- 
sease. 

Since  50  percent  of  our  patients  acquired  their 
bacteremia  while  in  the  hospital  and  in  a significant 
percentage  of  them  the  urinary  tract  (62  percent) 
was  considered  to  be  the  source,  prevention  of  hos- 
pital-acquired urinary  infections  appears  to  he  of  para- 
mount importance.  The  incidence  of  hospital-acquired 
urinary  tract  infections  can  be  reduced  significantly 
by  the  attention  to  the  proper  use  of  the  urethral 
catheter  and  by  the  institution  of  a closed  drainage 
system  supplemented  by  irrigation  with  antibiotic  so- 
lutions (20).  Since  the  lethality  from  shock  due  to 
gram-negative  bacteremia  remains  high,  the  importance 
of  prevention  of  bacteremia  cannot  be  overemphasized. 
We  did  conclude  from  our  series  of  cases  that  shock  was 
as  common  in  non-hospital-acquired  infections  as  in 
hospital-acquired  bacteremia  (6). 

The  expected  clinical  features  of  sudden  elevation 
in  temperature,  chills  and  tachycardia  were  frequently 
noted  in  our  patients.  Fever  was  observed  in  all  our 
patients  and  this  finding  is  similar  to  other  series  re- 
ported (13,  14).  Although  of  diagnostic  value,  the 
degree  of  initial  temperature  elevation  could  not  be 
statistically  correlated  with  mortality.  However,  the 
absence  of  fever  doesn’t  preclude  the  diagnosis  of 
gram-negative  bacteremia  (3). 

Of  the  patients  whose  urinary  output  was  recorded 
during  the  episode  of  bacteremia  (30  patients)  28 
percent  had  oliguria  which  was  associated  with  a 45 
percent  lethality.  The  lethality  of  those  who  did  not 
develop  oliguria  was  68  percent.  Thus,  it  appeared 
that  oliguria  was  not  associated  with  increased  letha- 
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litv  in  our  series  of  cases.  Differences  in  lethality 
could  not  be  related  either  to  the  degree  of  oliguria 
or  its  duration  (13).  Changes  in  renal  hemodynamics 
of  human  subjects  during  episodes  of  gram-negative 
bacteremia  have  not  been  thoroughly  studied  although 
extensive  studies  have  been  done  in  experimental  ani- 
mals (7). 

Of  twenty-eight  patients  whose  C02  content  in  the 
serum  was  determined  during  the  episode  of  bacteremia, 
there  appeared  to  he  significant  correlation  between  low 
C02  content  and  lethality.  Several  investigators  (3,  30) 
did  find  significant  relationship  between  acidosis  and 
mortality  and  raise  the  possibility  of  using  excess  lactate 
measurements  in  blood  as  prognostic  and  therapeutic 
index  of  bacteremic  shock.  There  was  a 73  percent 
lethality7  in  patients  with  a low  C02  and  43  percent 
among  those  with  C02  within  normal  values. 

The  use  of  “appropriate”  antibiotic  therapy  in 
previously  reported  series  significantly  increased  the 
survival  rate  in  patients  with  gram-negative  bacteremia 
(3).  We  could  not  arrive  at  similar  conclusions  from 
our  studies  perhaps  due  to  the  fact  that  there  were  a 
significant  number  of  cases  in  whom  sensitivity  studies 
were  not  performed  or  could  not  be  located.  If  future 
studies  of  gram-negative  bacteremia  are  to  be  of  value, 
the  Microbiology  Section  of  all  hospitals  must  keep 
a copy  in  their  files  of  antibiotic  sensitivities  as  well 
as  the  suspected  site  of  origin  of  bacteremia  and  anti- 
biotics to  which  the  patient  may  have  been  exposed 
previously  (10,  14).  From  a study  of  the  “in  vitro” 
sensitivities  encountered  regarding  the  organisms  iso- 
lated in  these  series  it  seems  to  us  that  initial  therapy 
would  optimally  include  a combination  of  Kanamycin 
and  Keflin  or  Keflin  and  Chloramphenicol  in  those 
patients  already  with  impaired  renal  function.  The 
Polymyxins  should  be  reserved  for  those  patients 
who  already  have  received  other  antibiotics  and  are 
not  responding,  or  in  a clinical  setting  where  Pseudo- 
monas bacteremia  is  strongly  suspected.  Once  shock 
was  established  even  “appropriate”  antibiotics  did  not 
seem  to  influence  the  final  outcome.  It  is  strongly 
hoped  that  such  new  antibiotics  as  Gentamycin  (18) 
and  Carbenicillin  (19)  will,  in  the  near  future,  influence 
favorably  the  final  outcome  in  gram-negative  bacte- 
remia. 

The  use  of  adrenocortical  steroids  as  an  adjunct  in 
the  therapy  of  gram-negative  bacteremia  continues  to 
be  a controversial  subject.  I he  major  factor  separating 
the  divergent  opinions  that  have  appeared  in  the  litera- 
ture seems  to  be  one  of  dosage.  It  now  seems  clear 
from  the  studies  of  others  (3,  9,  13,  14)  and  our  pre- 


sent review  that  if  steroids  are  to  he  beneficial,  they 
must  be  used  in  larger  doses. 

In  these  series,  we  could  not  demonstrate  a bene- 
ficial effect  from  vasopressors  agents  in  treating  shock, 
although  admittingly  the  more  seriously  ill  patients 
were  selected  for  this  therapy.  The  debate  as  to 
whether  to  use  vasopressors  or  vasodilators  in  shock 
due  to  gram-negative  bacteremia  is  definitely  not  as 
yet  settled  and  extensive,  well  planned  and  meaning- 
ful controlled  studies  are  urgently  needed  to  attempt 
at  solving  this  controversial  problem.  I here  is  experi- 
mental evidence  that  hypothermia  may  be  of  some 
value  in  the  therapy  of  bacteremic  shock  (15).  How- 
ever, even  though  several  clinical  trials  using  hypo- 
thermia demonstrated  some  initial  improvement  in 
bacteremic  shock,  improvement  in  over-all  lethality 
has  been  variable  (16,  17).  It  has  now  been  well  do- 
cumented that  diffuse  intravascular  coagulation  does 
occur  in  many'  cases  of  gram-negative  bacteremia. 
The  prompt  recognition  of  this  syndrome  followed 
by  immediate  administration  of  intravenous  Heparin 
in  adequate  doses  have  proven  to  be  beneficial  in  many 
cases  (29). 

If  our  medical  community  desires  to  significantly 
improve  on  the  lethality  of  gram-negative  bacteremia, 
we  must  meet  the  challenge  presented  by  these  criti- 
cally ill  patients.  The  pioneer  work  of  Weil  (21), 
Hardaway  (22),  Siegel  (23)  and  others  (24,  2o)  has 
shown  that  treatment  of  shock  can  be  improved 
when  it  is  based  on  a knowledge  of  the  specific 
circulatory  abnormalities  of  the  patient  being  treated. 
The  physician  caring  for  these  critically  ill  patients 
must  have  detailed  knowledge  of  the  hemodynamics 
and  blood  gases  determination  of  those  he  is  treating 
in  order  to  rationally  decide  on  the  many  possibilities 
for  therapy  that  are  now  available  to  him  (26,  27,  28). 
This  can  be  accomplished  by  the  establishment  of  a 
properly  equipped  shock  unit  in  any  moderate  sized 
hospital  in  our  community. 

In  the  meantime,  the  clinician  will  have  to  continue 
to  treat  this  syndrome  as  he  does  in  so  many  diseases; 
with  humility  regarding  his  ignorance  of  the  disease 
and  with  the  courage  to  use  all  modalities  of  treatment 
in  spite  of  this  ignorance  (8). 


Summary 


Fifty  cases  of  gram-negative  rod  bacteremia  that 
occurred  within  a fourteen  years  period  were  analyzed 
with  primary  reference  to  lethality  as  related  to  under- 
lying diseases  and  the  various  clinical  and  laboratory 
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features  observed.  Thirty  cases  occurred  in  the  Medical 
Service  and  twenty  cases  in  the  Surgical  Service,  the 
lethality  being  closely  similar  in  both.  The  importance 
of  the  underlying  disease  as  a determining  factor 
contributing  to  the  final  outcome  of  gram-negative 
bacteremia  was  clearly  elucidated.  The  overall  lethality 
was  48  percent  while  in  those  who  developed  shock  it 
was  80  percent.  No  deaths  occurred  among  the  group 
of  patients  who  did  not  develop  shock.  An  increase 
in  lethality  could  not  be  associated  with  age,  the 
severity  and  duration  of  shock,  nor  the  presence  of 
oliguria,  but  it  appeared  to  be  associated  with  the  pre- 
sence of  metabolic  acidosis.  Lethality  appeared  to  be 
independent  of  site  of  infection  or  whether  the  bac- 
teremia was  originally  hospital  or  non-hospital  ac- 
quired. There  was  a higher  lethality  in  patients  with 
bacteremia  due  to  more  than  one  organism. 

The  most  common  source  of  bacteremia  was  the 
urinary  tract  and  thus  the  importance  of  prevention 
of  urinary  tract  infection.  We  did  not  observe  a decrease 
in  lethality  in  those  patients  who  received  “appropriate” 
antibiotics  as  determined  by  “in  vitro”  sensitivity  stu- 
dies. We  were  unable  to  demonstrate  any  beneficial 
effect  from  the  use  of  steroids  in  treating  gram-nega- 
tive bacteremia  in  the  dosage  range  of  50  to  300  mg  of 
hydrocortisone  per  day.  In  a limited  number  of  pa- 
tients vasopressors  were  not  beneficial  either.  There 
is  a great  need  in  our  community  to  establish  shock 
units  to  care  adequately  for  these  critically  ill  patients 
in  order  to  attempt  and  increase  significantly  their 
survival. 
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One  of  public  health’s  most  complex  challenges 
to  physicians,  biologists,  and  sanitary  engineers 
is  the  control  of  parasitic  diseases  in  the  tropics. 
Two  classic  examples  are  the  campaigns  against  yellow 
fever  and  malaria  in  the  Caribbean  during  the  first 
half  of  the  20th  century.  More  recently,  the  battle 
in  the  Americas  has  turned  to  the  persistent  debilitat- 
ing disease,  schistosomiasis  mansoni,  spread  by  the 
aquatic  snail  Biomphalaria  glabrata  in  Brazil  and  Vene- 
zuela as  well  as  in  Saint  Lucia,  Puerto  Rico,  and  other 
Caribbean  islands.  To  learn  whether  B.  glabrata  could 
be  controlled  to  halt  the  transmission  of  schistosomiasis 
and  to  determine  the  cost  of  such  a project,  the  Puerto 
Rico  Department  of  Health  and  the  San  Juan  Labora- 
tories of  the  Public  Health  Service  instituted  a control 
program  in  Patillas,  P.  R. 

The  history  of  the  project  can  be  divided  into  three 
phases.  The  exploratory  phase,  1952  through  1953, 
included  the  initial  prevalence;  surveys  and  attempts 
at  chemical  control  of  the  snail.  From  the  experience 
gained  in  that  period  the  control  phase,  1954  to 
1960,  was  organized.  By  the  end  of  1960,  the 
efforts  in  Patillas  were  reduced  to  the  third  or  main- 
tenance phase  because  of  the  scarcity  of  snail  popu- 
lations. 

Manuel  Pérez  Torres  and  Félix  García,  of  the  Puerto 
Rico  Department  of  Health,  developed  much  of  the 
original  planning  and  organization  of  this  project. 
Emilio  Avila,  of  the  same  department,  directed  the 
daily  field  operations  in  Patillas. 


Mr.  Palmer  is  chief,  vector  control  section,  division  of  en- 
vironmental health,  Puerto  Rico  Department  of  Health,  San 
Juan.  Mrs.  Colón  (now  retired)  was  the  laboratory  technician, 
and  Dr.  Ferguson  is  chief  of  the  San  Juan  Laboratories,  Ecolo- 
gical Investigations  Program,  National  Communicable  Disease 
Center,  Public  Health  Service.  Dr.  Jobin  is  research  associate. 
Hydrodynamics  Laboratory,  Department  of  Civil  Engineering, 
Massachusetts  Institute  of  Technology,  Cambridge.  He  formerly 
was  assistant  chief  of  the  San  Juan  Laboratories. 

This  paper  is  based  on  one  presented  by  Dr.  Ferguson  at 
the  meeting  of  the  American  Society  of  Tropical  Medicine  and 
Hygiene  in  Atlanta,  Ca.,  October  1968. 


Material  and  Methods 

The  political  boundaries  of  the  municipality  of  Patillas 
coincide  with  the  watersheds  of  the  Patillas  River  and  two 
small  rivers  to  the  east  (Figs.  1 and  2).  The  Patillas  River 
starts  at  700  meters  above  sea  level  in  the  central  hills  of 
Puerto  Rico  and  runs  south  into  an  irrigation  reservoir  at  an 
elevation  of  67  meters.  Average  discharge  into  the  reservoir 
is  about  2 cubic  meters  per  second.  The  initial  reach  of  the 
river  is  steep,  but  after  leaving  the  reservoir  the  river  flattens 
out  considerably  in  the  sugarcane  area  along  the  coast,  con- 
tinuing past  the  town  of  Patillas  and  then  to  the  Caribbean. 
There  are  200  kilometers  of  streams  and  21,000  square  meters 
of  still-water  habitats  in  addition  to  the  reservoir,  which  has 
an  area  of  1.3  million  square  meters.  An  irrigation  canal  from 
the  reservoir  supplies  water  to  the  canefields  west  of  Patillas. 

Following  the  classic  approach  of  centralized  administration 
for  control  of  vectorbome  diseases,  the  field  crews  in  Patillas 
as  well  as  those  in  five  nearby  municipalities  were  directed 
by  a project  chief  with  his  technical  advisory  group  of  bio- 
logists, sanitary  engineers,  and  physicians.  During  the  control 
phase  of  the  project,  a supervisor  and  five  laborers  with  a 
vehicle  worked  full  time  in  Patillas  on  the  control  of  schisto- 
somiasis. Sodium  pentachlorophenate  (NaPCP)  at  6 milligrams 
per  liter  of  water  was  applied  to  flowing  streams  for  24  hours; 
a V -notch  weir  was  used  for  stream  flow  measurements.  The 
chemical  dose  was  regulated  by  a constant-head  tank  connected 
to  drums  containing  200  liters  of  NaPCP  solution  (fig.  3).  In 
1958  an  automatic  dispenser  was  introduced  to  decrease  the 
amount  of  labor  required  for  treatment  of  streams  (1).  Still 
water  was  treated  with  hand  sprayers  and  briquets  at  a con- 
centration of  10  milligrams  of  NaPCP  per  liter  of  water. 
Small  seepage  areas  and  swamps  were  drained  by  constructing 
ditches.  Biological  control  was  used  also  by  planting  Marisa 
cornuarietis,  a predatory  ampullarid  snail,  in  the  reservoir,  which 
was  too  large  for  chemical  control. 

Although  snail  control  was  the  major  method  employed 
during  the  control  phase,  routine  but  unevaluated  treatment 
with  stibophen  (Fuadin)  was  given  to  more  than  1,500  persons 
by  the  medical  staff  at  the  Patillas  Health  Unit  of  the  Puerto 
Rico  Department  of  Public  Health.  Health  education  was  of- 
fered in  the  primary  schools  and  rural  communities.  Drainage 
work  was  continued  during  the  maintenance  phase  after  1960, 
but  very  little  molluscicide  was  needed.  Fuadin  therapy  was 
discontinued  during  this  period  because  of  poor  results,  and 
health  education  efforts  were  gradually  reduced. 

Prevalence  of  the  disease  and  the  effect  of  the  program 
were  evaluated  from  the  annual  survey  in  November  of  each 
year.  Single  stool  specimens  were  collected  from  all  first- 
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Fig.  1:  Location  of  municipalities  of  Patillas  and  Caguas 
in  Puerto  Rico. 


Fig.  2:  Major  water  bodies  and  topography  of  Patillas,  P.  R. 


Fig.  3.  Inspector  calibrating  discharge  of  sodium  penta- 
chlorophenate  from  constant  head  dispenser  into  flowing  water 
at  V-notch  weir  on  a small  stream  in  Patillas,  P.  R. 

graders;  prevalence  of  Schistosoma  mansoni  eggs  was  deter- 
mined by  using  a formalin-ether  concentration  technique  (2). 
In  addition  to  the  annual  survey  in  Patillas,  a similar  survey 
was  conducted  in  the  adjacent  municipality  of  Caguas,  where 
no  control  work  had  been  done  (Fig.  1). 

Results 

Although  populations  of  B.  glabrata  existed  in  1952 
throughout  Patillas,  by  1960  these  snails  were  elimina- 
ted except  for  occasional  colonies  slightly  upstream  of 
the  Patillas  reservoir  in  the  borough  of  Muías  (Fig.  2). 
About  every  2 years  after  1960,  snails  appeared  up- 
stream of  the  reservoir  and  were  killed  with  mollus- 
cicides  during  the  dry  spells  when  the  river  discharge 
dropped  below  100  liters  per  second.  M.  cornuarietis 
became  well  established  in  the  reservoir,  and  B.  gla- 
brata subsequently  disappeared. 

The  prevalence  rates  used  to  evaluate  progress  in 
controlling  transmission  of  the  disease  are  presented 
in  tables  1 and  2.  Prevalence  among  6-year-old  chil- 
dren was  originally  slightly  higher  in  Caguas  (9.6 
percent  than  in  Patillas  (7.7  percent),  but  the  pre- 
valence in  7-year-old  children  was  greater  in  Caguas 
(13.8  percent)  than  in  Patillas  (1 1.5  percent).  By  1960, 
when  full-scale  control  efforts  ceased  and  maintenance 
crews  continued  searching  for  snails,  prevalence  rates 
were  still  slightly  higher  in  Caguas  (3.2  percent  in  6-year- 
olds  and  4.4  percent  in  7-year-olds)  than  in  Patillas 
(0.4  percent  in  6-year-olds  and  1.4  percent  in  7-year- 
olds).  Moreover,  the  few  cases  of  schistosomiasis 
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TABLE  I:  PREVALENCE  OF  SCHISTOSOMIASIS  MANSONI  IN  FIRST-GRADE  SCHOOL 
CHILDREN  IN  PATILLAS,  P.  R.,  1952  66 


Year 

Total 

sampled 

6-year-olds  * 
Total 
positive 

Percent 

positive 

Total 

sampled 

7-year-olds  * 
Total 
positive 

Percent 

positive 

1952 

122 

9 

7.4 

219 

47 

21.5 

1953 

182 

14 

7.7 

192 

22 

11.5 

1954 

203 

13 

6.4 

186 

17 

9.1 

1955 

105 

4 

3.8 

133 

10 

7.5 

1956 

222 

8 

3.6 

106 

4 

3.8 

1957 

155 

3 

1.9 

146 

2 

1.4 

1958 

209 

4 

1.9 

210 

6 

2.9 

1959 

194 

3 

1.5 

172 

6 

3.5 

1960 

227 

1 

.4 

212 

3 

1.4 

1961 

233 

1 

.4 

217 

4 

1.8 

1962 

249 

1 

.4 

194 

0 

0 

1963 

262 

1 

.4 

162 

2 

1.2 

1964 

285 

3 

1.1 

137 

1 

.7 

1965 

302 

0 

0 

144 

0 

0 

1966 

340 

2 

.6 

149 

0 

0 

* The  6-year-old  population  in  1960  was  574  and  the  7-year-old  population  was  589.  Source,  reference  3. 
NOTE:  All  results  are  from  single  stool  samples. 


TABLE  II:  PREVALENCE  OF  SCHISTOSOMIASIS  MANSONI  IN  FIRST-GRADE  SCHOOL 
CHILDREN  IN  CAGUAS,  P.  R.,  1953-66 


Year 

Total 

sampled 

6-year-olds  * 
Total 
positive 

Percent 

positive 

Total 

sampled 

7-year-olds  * 
Total 
positive 

Percent 

positive 

1953 

94 

9 

9.6 

145 

20 

13.8 

1954 

274 

31 

11.3 

246 

25 

10.2 

1955 

288 

19 

6.6 

444 

52 

11.7 

1956 

504 

31 

6.2 

791 

78 

9.9 

1957 

590 

32 

5.4 

372 

20 

5.4 

1958 

525 

26 

5.0 

354 

23 

6.5 

1959 

246 

10 

4.1 

269 

7 

2.6 

1960  ** 

663 

21 

3.2 

497 

22 

4.4 

1961 

727 

16 

2.2 

563 

15 

2.7 

1962 

831 

13 

1.6 

381 

14 

3.7 

1963 

1,079 

14 

1.3 

444 

19 

4.3 

1964 

1,147 

6 

.5 

245 

3 

1.2 

1965 

1,302 

7 

.5 

396 

5 

1.3 

1966 

1,425 

17 

1.2 

406 

9 

2.2 

* The  6-year-old  population  in  1960  was  1,728  and  the  7-year-old  population  was  1,795.  Source,  reference  3. 
**  Figures  corrected  from  data  in  reference  4. 

NOTE:  All  results  are  from  single  stool  samples. 


159 


Volumen  62 
Núm.  5 


Juan  R.  Palmer,  SB,  et  al 


detected  in  Patillas  after  i960  were  all  from  the 
single  problem  area  of  Muías,  where  sporadic  reap- 
pearance of  B.  glabrata  occurred  for  several  years. 
Despite  rapid  socioeconomic  progress  in  Caguas,  an 
increased  prevalence  was  observed  in  1966  as  com- 
pared with  the  initial  downward  trend  after  1953. 
Zero  prevalence  continued  in  Patillas  among  7-year-olds. 

During  the  control  phase,  the  cost  for  snail  control 
averaged  18,600  annually  (table  3).  In  1958,  a typical 
year,  the  major  expenses  included  61  percent  for  wages; 
chemical  costs  were  only  6 percent  of  the  total.  In  the 
maintenance  phase,  about  $4,000  was  spent  annually 
on  inspections  for  the  reappearance  of  snails  and  on  the 
annual  prevalence  survey  among  first-grade  school  chil- 
dren. Maintenance  costs  also  reflected  the  effect  of  a 
general  salary  raise  among  project  personnel  in  the  early 
1960s. 

Discussion 

The  successful  measures  for  snail  control  strongly 
supported  the  long-awaited  campaign  to  eliminate 
schistosomiasis  from  all  of  Puerto  Rico.  The  drop  of 
prevalence  to  near  zero  among  the  children  was  very 
gratifying.  Clearly,  schistosomiasis  was  no  longer 
a public  health  problem  in  Patillas.  However,  the 
scientific  value  of  the  work  was  obscured  by  the  para- 
llel decline  of  schistosomiasis  in  Caguas,  the  untreated 
area.  Many  unexpected  factors  apparently  were  operat- 
ing in  Caguas  that  were  not  present  in  Patillas,  such  as 
rapid  urbanization  and  economic  improvement  (3). 

The  first  successful  control  of  schistosomiasis  in 
Puerto  Rico  was  carried  out  on  Vieques  in  a shorter 
period  and  at  a lower  cost  than  for  the  Patillas  pro- 
ject (4).  The  principal  method  in  both  projects 
was  control  of  the  snails  with  NaPCP,  and  the  com- 
parative suitability  of  the  two  areas  for  snail  habitats 
probably  accounts  for  the  differences  in  response  to 
control.  Vieques  is  relatively  dry,  with  only  115  cen- 
timeters of  annual  rainfall,  or  about  64  percent  of  the 
annual  rainfall  in  Patillas;  also  the  topography  of  Pa- 
tillas is  flatter  and  provides  more  habitats  for  snails. 

When  the  molluscicide  treatment  costs  were  cal- 
culated on  the  basis  of  cubic  meters  of  water  treated, 
the  difference  between  those  for  Vieques  and  those  for 
Patillas  was  very  slight.  No  measurements  of  the  volu- 
me of  water  treated  were  recorded,  but  costs  were 
estimated  from  the  amount  of  chemical  used.  Most 
applications  involved  standing  water,  which  was  treated 
at  10  milligrams  of  active  ingredient  per  liter  of  water. 
About  89,000  cubic  meters  of  water  were  treated 


TABLE  Ills  TOTAL  COSTS  DURING  THE 
CONTROL  PHASE  OF  THE  SCHISTOSOMIA- 
SIS PROGRAM  IN  PATILLAS,  P.  R.,  1954-60 


Year 

Project 
expenses  * 

Cost  of 
NaPCP  ** 

T otal  cost  - 

$60,383 

$6,199 

1954 

5,643 

979 

1955 

8,760 

1,558 

1956 

9,404 

1,058 

1957 

9,026 

913 

1958 

10,500 

613 

1959 

8,803 

725 

1960 

8,247 

353 

Average  annual  cost  - 

$ 8,626 

$ 886 

* Project  expenses  included  all  costs  for  the  full-time 
supervisor  and  laborers  working  in  Patillas,  as  well  as  vehicle, 
equipment,  chemical,  maintenance,  and  travel  costs. 


**  83  cents  per  kilogram. 

each  year  in  Patillas  during  the  control  phase  at  a cost 
of  $9.70  per  100  cubic  meters.  These  costs  were  slightly 
higher  than  those  for  Vieques  ($8.50)  and  much  higher 
than  the  costs  ($1.22  per  100  cubic  meters)  for  NaPCP 
application  for  schistosomiasis  control  in  Egypt  (4,  5). 
Treatment  costs  in  Puerto  Rico  were  higher  than  those 
in  Egypt  primarily  because  of  higher  labor  costs. 

Since  Patillas  has  the  same  average  rainfall  as  all 
of  Puerto  Rico,  the  cost  figures  should  be  more 
reliable  than  those  from  Vieques  for  projecting  the 
cost  of  an  islandwide  program  for  snail  control. 
By  comparing  the  ratio  of  land  mass  of  Patillas 
to  that  of  Puerto  Rico  (fig.  1)  and  multiplying  this 
factor  by  the  total  cost  of  the  control  effort  (table 
3),  the  estimated  cost  for  the  control  phase  of  an 
islandwide  program  totals  $4.5  million— assuming  that 
the  characteristics  of  Patillas  are  representative  of 
Puerto  Rico  and  that  the  control  methods  are  similar 
to  those  used  in  Patillas.  Adjustments  to  this  factor 
should  be  made  for  the  use  of  better  molluscicides 
and  for  the  higher  costs  of  wages  and  materials. 
With  this  consideration  in.  mind,  the  experience  in 
Patillas  offers  a useful  cost  estimate  for  controlling 
schistosomiasis  in  Puerto  Rico  in  the  near  future 
and  marks  an  important  step  in  progress  against  schis- 
tosomiasis in  the  Caribbean. 

Summary 

A joint  effort  of  the  Puerto  Rico  Department  of 
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Health  and  the  San  Juan  Laboratories  of  the  Public 
Health  Service  to  control  schistosomiasis  in  Patillas, 
P.  R.,  was  started  in  1952  as  an  interdisciplinary 
effort  involving  biologists,  engineers,  and  physicians. 
Snails  were  controlled  with  a molluscicide,  sodium 
pentachlorophenate,  or  by  drainage  of  snail  habitats. 
Fuadin  chemotherapy  was  given  to  children. 

By  1962  the  prevalence  of  schistosomiasis  among 
7-year-old  children  in  Patillas  decreased  to  zero  from 
the  original  21.5  percent  in  1952,  and  the  snail  popu- 
lation was  virtually  exterminated.  The  successful 
program  in  Patillas,  at  an  average  yearly  cost  of 
*5  million  for  the  snail  control  phase  of  an  islandwide 
program  in  Puerto  Rico. 
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Para  regular  el  ejercicio  de  la  profesión  de  quiro- 
práctica  en  Puerto  Rico;  para  establecer  una  Junta 
Examinadora  de  Quiroprácticos;  fijando  penalidades 
por  las  violaciones  de  esta  Ley;  y para  otros  fines. 

Exposición  de  Motivos 

Es  de  conocimiento  general  que  la  Medicina  ha 
evolucionado  en  tal  forma  durante  los  últimos  50 
años , que  se  ha  hecho  necesario  la  creación  de  espe- 
cialidades las  que  se  han  ido  reglamentando  de  tiempo 
en  tiempo,  de  acuerdo  con  las  necesidades  de  cada 
estado  o país.  En  45  estados  de  los  Estados  Unidos 
de  Norte  América,  así  como  en  Alaska  y Hawaii, 
desde  hace  bastantes  años  se  ha  reglamentado  el 
ejercicio  de  la  Quiropráctica.  En  Puerto  Rico  se 
ha  llegado  a un  estado  de  adelanto  que  se  hace 
necesario  regular,  como  por  la  presente  se  regula, 
el  ejercicio  de  la  profesión  de  Quiropráctico.  Por 
lo  tanto,  se  declara  que  el  ejercicio  de  la  quiropráctica, 
como  se  define  en  esta  Ley,  no  es  práctica  de  la  Me- 
dicina, o de  la  osteopatía  dentro  de  ias  leyes  vigentes, 
ni  nada  en  esta  Ley  deberá  interpretarse  en  el  sentido 
de  restringir  o prohibir  a ningún  médico,  osteópata 
debidamente  autorizado,  el  libre  ejercicio  de  su  pro- 
fesión de  acuerdo  con  las  leyes  que  la  regulen. 

DECRETASE  POR  LA  ASAMBLEA  LEGISLATIVA 
DE  PUERTO  RICO: 

Artículo  1.  Definiciones  — Siempre  que  se  utilicen 
en  esta  Ley,  las  siguientes  palabras  significarán: 

(a)  “Quiropráctica”  significa  la  ciencia  del  trata- 
miento del  cuerpo  humano  mediante  ajustes  y mani- 
pulaciones encaminados  a corregir  desvíos  y disloca- 
ciones parciales  de  la  columna  vertebral  que  ejercen 
presión  sobre  los  nervios,  entorpeciendo  la  trasmisión 
de  energía  vital  del  cerebro  a los  órganos,  los  tejidos 
y las  células  del  cuerpo  humano. 

(b)  “Junta”  significa  la  Junta  Examinadora  de  Quiro- 
prácticos de  Puerto  Rico. 

Artículo  2.  Junta  Examinadora  de  Quiroprácticos 


de  Puerto  Rico.  — Creación  — Por  la  presente  se  crea 
la  Junta  Examinadora  de  Quiroprácticos  de  Puerto  Rico 
la  cual  se  compondrá  de  tres  doctores  en  quiropráctica, 
de  habilidad  e integridad  moral  reconocidas  y que  sean 
graduados  de  una  Escuela  o Colegio  de  Quiropráctica 
aceptado  por  la  Asociación  de  Quiroprácticos  de  Puerto 
Rico. 

Artículo  3.  Junta  Examinadora  de  Quiroprácticos.  - 
Nombramientos  y Duración  del  Cargo  de  Miembros  - 
Al  empezar  a regir  esta  Ley,  el  Gobernador  de  Puerto 
Rico  nombrará  una  Junta  Examinadora  de  Quiroprác- 
ticos compuesta  de  tres  doctores  en  Quiropráctica  que 
sean  miembros  de  alguna  asociación  de  Quiroprácticos, 
debidamente  inscrita  en  la  Secretaría  Ejecutiva  de 
Puerto  Rico,  como  Asociación  de  Quiroprácticos  para 
fines  no  pecuniarios.  Dichos  nombramientos  serán, 
uno  por  un  año,  uno  por  dos  años  y otros  por  tres 
años.  Al  expirar  el  término  de  cada  uno  de  dichos 
miembros  su  sucesor  será  nombrado  por  un  período 
de  cuatro  años  y desempeñará  su  cargo  hasta  que 
su  sucesor  sea  nombrado. 

Los  mismos  miembros  nombrarán  entre  sí  un  Pre- 
sidente y un  Vice-Presidente  quienes  ocuparán  sus 
cargos  por  el  término  y bajo  las  condiciones  que  fi- 
jen los  Reglamentos  de  la  Junta.  El  Secretario  y Te- 
sorero de  la  Junta  lo  será  el  Director  de  la  División 
de  Juntas  Examinadoras  de  la  Oficina  del  Secretario 
Ejecutivo  de  Puerto  Rico.  El  Gobernador  de  Puerto 
Rico  podrá  destituir  a cualquier  miembro  por  ine- 
ficiencia, incompetencia  o cualquier  acto  inmoral, 
dentro  o fuera  de  su  profesión  mediante  formulación 
de  cargos  por  escrito  con  oportunidad  para  contestar 
dentro  de  un  término  de  15  días  de  habérsele  enviado 
los  cargos  por  correo  certificado.  Si  transcurrido 
dicho  término  los  cargos  no  fueran  contestados,  que- 
dará ipso  facto  separado  de  su  cargo  el  miembro 
afectado. 

Artículo  4.  Reglamentos  — La  Junta  tendrá  el 
poder  para  promulgar  aquellos  Reglamentos  que  crea 
necesarios  para  llevar  a cabo  los  propósitos  de  esta 
Ley,  siempre  y cuando  que  tales  Reglamentos  no  estén 
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en  conflicto  con  ninguna  de  las  disposiciones  de  esta 
Ley.  Tales  Reglamentos  tendrán  fuerza  de  ley  una 
vez  publicados  en  por  lo  menos  un  periódico  de  los 
de  mayor  circulación  en  Puerto  Rico. 

Artículo  5.  Ejercicio  de  la  Quiropráctica  - La 
Junta  Examinadora  tendrá  a su  cargo  la  autorización, 
en  la  Isla  de  Puerto  Rico,  de  acuerdo  con  las  disposi- 
ciones de  esta  Ley,  del  ejercicio  de  la  profesión  de 
Quiropráctico. 

Artículo  6.  Admisión  a Exámenes  — Podrá  tomar 
el  examen  para  la  licencia  de  doctor  en  quiropráctica 
toda  persona  que,  a satisfacción  de  la  Junta  acredite: 

(a)  Ser  mayor  de  edad,  ciudadano  de  Estados  Unidos 
de  América,  y residente  de  la  Isla  de  Puerto  Rico  con 
un  año  con  antelación  a la  fecha  de  la  solicitud; 

(b)  Ser  graduado  de  una  Escuela  Superior  (High 
School),  o su  equivalente,  aprobada  por  el  Departa- 
mento de  Educación  de  Puerto  Rico;  DISPONIEN- 
DOSE, que  a partir  de  enero  1 de  1958  todo  aspirante 
a examen  deberá  acreditar  el  haber  aprobado  por  lo 
menos  dos  (2)  años  de  estudios  en  un  colegio  o univer- 
sidad acreditado; 

(c)  Ser  de  buena  conducta  moral  y graduado  de 
una  escuela  o colegio  aprobado  por  la  Asociación  de 
Quiroprácticos  de  Puerto  Rico,  que  exija  como  re- 
quisito para  graduación  un  mínimo  de  cuatro  (4) 
años  académicos,  de  nueve  (9)  meses  cada  año.  (Cuatro 
mil  horas  de  asistencia).  No  se  computará  a estos 
fines  el  tiempo  correspondiente  a cursos  por  corres- 
pondencia. 

Artículo  7.  Licencia  sin  examen  — La  Junta  expe- 
dirá, sin  necesidad  de  examen,  licencia  de  quiropráctico 
a aquellas  personas  que  a la  fecha  de  la  vigencia  de 
esta  Ley  sean  graduados  de  una  escuela  o colegio 
aprobado  por  la  Asociación  de  Quiroprácticos  de  Puer- 
to Rico,  y a cualquiera  otra  persona  que  igualmente 
reúna  tales  condiciones  y demuestre  a satisfacción 
de  la  Junta  que  posee  una  licencia  de  un  Estado 
de  la  Unión  Americana  de  Alaska  o de  Hawaii,  siem- 
pre que  tal  Estado  o territorio  conceda  igual  privi- 
legio a los  tenedores  de  licencia  bajo  los  términos 
de  esta  Ley. 

Artículo  8.  Licencia  — Alcance  — Una  licencia 
para  ejercer  la  quiropráctica,  expedida  a virtud  de 
las  disposiciones  de  esta  Ley  autoriza  a su  tenedor  a: 

(a)  Examinar  y analizar  el  cuerpo  humano  mediante 
el  uso  de  métodos  físicos,  químicos,  eléctricos,  tér- 
micos o radiónicos,  así  como  mediante  el  uso  de 
Rayos  X. 

(b)  Tratar  el  cuerpo  humano  por  medios  manuales, 
mecánicos,  eléctricos  o naturales  o mediante  el  empleo 


de  métodos  físicos,  o por  medio  de  la  fisioterapia 
(incluyendo  luz,  calor,  agua  y ejercicio),  o mediante 
el  uso  de  alimentos  y vitaminas. 

(c)  Administrar  primera  ayuda  (first  aid)  o métodos 
de  higiene. 

Artículo  9.  Licencia  — Limitaciones  — Una  licencia 
para  ejercer  la  quiropráctica,  expedida  a virtud  de  las 
disposiciones  de  esta  Ley,  no  autoriza  a su  tenedor  a: 

(a)  recetar  o administrar  a una  persona,  medicina 
o droga  alguna;  ni  a 

(b)  practicar  cirugía;  ni  a 

(c)  practicar  la  obstetricia 

Artículo  10.  Obligación  de  los  Tenedores  de  Li- 
cencias. Todo  tenedor  de  una  licencia  bajo  las  dis- 
posiciones de  esta  Ley  vendrá  obligado  al  cumpli- 
miento de  las  leyes  relativas  al  control  de  enfermeda- 
des contagiosas  o infecciones,  y será  deber  de  tal 
tenedor  referir  tales  datos  al  Departamento  de  Salud 
o a un  doctor  en  medicina  debidamente  autorizado 
para  ejercer  en  Puerto  Rico. 

Artículo  11.  Derechos  de  Licencia  - Se  cobrarán 
y pagarán  los  siguientes  derechos  de  licencia  en  re- 
lación con  las  disposiciones  de  esta  Ley: 

(a)  Expedición  de  una  Licencia  — >20.00 

(b)  Renovación  de  una  Licencia  — >5.00 

(c)  Examen  — >15.00 

(d)  Segundo  examen  u otro  examen,  cuando  el 
aspirante  haya  fracasado  anteriormente  — >10.00. 

Artículo  12.  Facultades  de  la  Junta  y de  sus 
Miembros  — Fecha  de  Reuniones  y de  Exámenes. 
La  Junta  tendrá  los  siguientes  poderes,  deberes  y 
derechos: 

(1)  Celebrará  reuniones  tantas  veces  como  lo  con- 
sidere necesario. 

(2)  Celebrará  exámenes  por  lo  menos  una  vez 
al  año,  en  el  sitio  y fecha  que  considere  más  con- 
veniente. Tales  exámenes  se  conducirán  en  la  forma 
en  que  la  Junta  por  Reglamento  disponga,  y cubrirán 
sin  que  se  entienda  que  ello  constituye  una  limita- 
ción, las  siguientes  materias:  anatomía,  fisiología, 
química,  bacteriología,  patología,  higiene  y análisis 
quiropráctico. 

(3)  Usará  un  sello  oficial  y llevará  un  récord 
oficial  de  todos  los  acuerdos  tomados  en  las  reunio- 
nes, cuyo  récord  estará  a cargo  del  Secretario  - Teso- 
rero. 

(4)  Examinará  todas  las  solicitudes  de  licencia  y 
otorgará,  renovará,  revocará  o suspenderá  licencias, 
según  se  prescribe  más  adelante  en  esta  Ley. 

(5)  Investigará  y resolverá  querellas  por  violaciones 
a esta  Ley,  según  se  prescribe  más  adelante. 
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(6)  Llevará  un  récord  oficial  de  todas  las  personas 
a quienes  se  les  haya  extendido  licencia,  cuyo  récord 
contendrá,  entre  otras  informaciones,  el  nombre,  fecha 
y sitio  de  nacimiento  del  licenciado,  así  como  el 
número  y fecha  de  su  licencia. 

(7)  Expedirá  citaciones,  a través  de  una  Corte  de 
Justicia  si  fuere  necesario,  para  obligar  la  comparecen- 
cia de  testigos  y la  presentación  de  documentos  en 
cualquier  investigación  o vista  que  la  Junta  desee  llevar 
a cabo  en  relación  con  supuestas  infracciones  a esta 
Ley. 

(8)  Los  miembros  de  la  Junta,  así  como  el  Secretario- 
Tesorero,  podrán  tomarle  juramento  a testigos  en 
cualquier  investigación  o vista  y también  a las  per- 
sonas que  presenten  documentos  a la  Junta  para 
tratar  de  obtener  una  licencia. 

(9)  La  Junta  podrá  conducir  aquellas  investiga- 
ciones que  considere  pertinentes  para  cerciorarse  de 
que  se  está  dando  cumplimiento  a esta  Ley. 

Artículo  13.  Registro  de  Licencias  — El  Secre- 
tario-Tesorero de  la  Junta  anotará  en  un  libro  de 
Registro  el  número  y fecha  de  cada  licencia  que 
otorgue  la  Junta,  el  nombre  completo  de  ia  persona 
autorizada,  el  sitio  y la  fecha  de  su  nacimiento  y 
cualquier  otra  información  que  la  Junta  juzgue  nece- 
saria. La  presentación  de  este  libro  en  una  Corte 
de  Justicia  será  evidencia  prima-facie  para  determinar 
si  una  persona  ha  sido  o no  autorizada  a ejercer. 

Artículo  14.  Duplicados  de  Licencia  — De  pro- 
barse, con  evidencia  que  la  Junta  considere  satisfac- 
toria, que  una  licencia  se  ha  perdido,  ha  sido  robada, 
mutilada  o destruida,  la  Junta,  y mediante  el  pago 
de  un  derecho  de  cinco  dólares  (5.00)  podrá  expedir 
un  duplicado  de  la  licencia  original. 

Artículo  15.  Disposición  de  los  Fondos  Recauda- 
dos — Todo  pago  de  derechos  se  hará  en  efectivo,  en 
cheque  certificado  o en  giro  postal  a la  orden  del  Teso- 
rero de  Puerto  Rico,  e ingresará  al  fondo  general  del 
Tesorero  Insular.  Solamente  podrán  ser  devueltos 
los  derechos  de  aquellos  candidatos  que  no  cumplan 
con  los  requisitos  de  Ley  para  obtener  una  licencia. 

Artículo  16.  Cancelación  de  Licencias  — Las  li- 
cencias para  ejercer  la  quiropráctica  podrán  ser  tem- 
poral o permanentemente  canceladas  o anuladas  por 
la  Junta,  después  de  celebrarse  una  vista  en  que  se  den 
oportunidades  de  defensa  al  querellado.  Se  podrán 
anular  o cancelar  licencias,  entre  otras,  por  cualquiera 
de  las  siguientes  causas: 

(1)  Por  ejercer  la  profesión  sin  haber  renovado  la 
licencia; 

(2)  Por  conducta  inmoral; 


(3)  Por  manifiesta  ignorancia  o ineficiencia  en  el  • 
ejercicio  de  la  profesión; 

(4)  Por  fraude  o engaño  en  documentos  presentados 
a la  Junta; 

(5)  Por  fraude  o engaño  en  la  práctica  de  la  profesión; 

(6)  Por  emplear,  alquilar,  inducir  o permitir  que  una 
persona  que  no  posee  licencia  ejerza  la  profesión; 

(7)  Por  ayudar  a ejercer  a una  persona  que  no  posea 
licencia; 

(8)  Por  haber  sido  convicto  de  un  delito  grave 
(felony)  en  una  Corte  de  Justicia; 

(9)  Por  falta  de  ética  en  la  profesión,  según  lo  de- 
fine la  Junta  en  sus  Reglamentos; 

(10)  Por  cualquier  otra  conducta  profesional  in- 
correcta no  mencionada  anteriormente,  como  el  uso 
consuetudinario  y exagerado  de  bebidas  alcohólicas. 

La  Junta  deberá  celebrar  vista  para  dilucidar  los 
cargos  que  se  presenten  contra  quiroprácticos  por 
violación  a las  prohibiciones  contenidas  en  esta  Sección. 

Después  de  oir  ambas  partes,  la  Junta  decidirá 
tales  casos  por  sus  méritos  y si  hallare  culpable  a la 
persona,  revocará  y anulará  su  licencia,  anulará  su 
registro  y lo  suspenderá  temporal  o permanentemente 
del  ejercicio  de  ia  profesión,  o la  reprenderá,  censurará 
o le  impondrá  cualquier  otra  medida  disciplinaria  que 
considere  pertinente. 

Para  poder  iniciarse  un  proceso  contra  cualquier 
Ouiropráctico  por  violación  a este  artículo,  habrá  que 
archivar  en  la  Secretaría  de  la  Junta  una  declaración 
jurada  exponiendo  los  hechos  en  que  se  funda.  Dicha 
declaración  podrá  ser  firmada,  por  cualquier  persona, 
asociación  o entidad  legalmente  constituida.  La  Junta 
podrá  archivar  los  cargos  y no  tomar  acción  alguna, 
si  de  acuerdo  con  su  criterio  los  cargos  son  infundados. 

Una  copia  de  los  cargos,  con  información  del  sitio 
y hora  en  que  se  llevara  a cabo  la  vista,  será  entregada 
ai  querellado,  o a su  abogado,  por  lo  menos  con  10 
días  de  anticipación.  Tal  notificación  de  la  vista 
contendrá  una  relación  llana  y concisa  de  los  hechos, 
pero  no  la  evidencia  que  provocó  los  cargos  y se 
le  informará  al  querellado  que  tendrá  oportunidad 
de  comparecer  acompañado  de  su  abogado  si  así  es 
su  deseo  y de  presentar  testigos  y evidencia  en  su  favor, 
y a contrainterrogar  a aquellos  testigos  y a examinar 
aquella  evidencia  en  su  contra  que  él  desee. 

Si  por  el  voto  de  mayoría  de  los  tres  miembros 
de  la  Junta  el  querellado  es  hallado  culpable  de  los 
cargos  que  se  le  imputan,  la  Junta  podrá  cancelar 
su  licencia  temporal  o permanentemente. 

Cuando  cualquier  licencia  sea  cancelada,  el  hecho 
se  hará  constar  en  los  récords  de  la  Junta,  debiendo 
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así  notificársele  al  Departamento  de  la  Policía  y a 
cualesquiera  otras  entidades  que  la  Junta,  considere 
conveniente  y necesario  notificar. 

Cualquier  persona  a quien  se  le  revoque,  cancele 
o anule  una  licencia  por  lo  estatuido  en  este  Artículo, 
tendrá  derecho  a apelar  de  la  decisión  de  la  Junta 
mediante  un  recurso  de  certiorari  radicado  ante  una 
Corte  de  Justicia  competente,  pero  mientras  se  ventile 
dicho  recurso  de  cercioran  la  licencia  permanecerá 
revocada,  cancelada  o anulada  y la  persona  no  podrá 
ejercer. 

Cualquier  miembro  de  la  Junta  o su  Secretario, 
podrá  expedir  citaciones  ( subpoenas ) y tomar  jura- 
mentos en  conexión  con  cualquier  vista  o investiga- 
ción que  se  lleve  a cabo  según  lo  dispuesto  en  este 
Artículo  y será  el  deber  del  Secretario  expedir  cita- 
ciones ( subpoenas ) a solicitud  y en  beneficio  del 
querellado. 

La  Junta  no  estará  obligada  a regirse  estrictamente 
por  las  reglas  de  evidencia  de  las  Cortes  de  Justicia 
al  conducir  los  trabajos  de  las  vistas,  pero  la  decisión 
que  tome  deberá  estar  basada  en  evidencia  legal  que 
sea  suficiente  para  sostener  los  cargos. 

La  Junta  estará  facultada  para  establecer  aquellas 
reglas  o reglamentos  que  considere  necesarios  para 
llevar  a cabo  las  disposiciones  de  este  artículo,  siem- 
pre y cuando  que  tales  reglas  y reglamentos  no  estén 
en  conflicto  con  lo  estatuido  en  esta  Ley. 

Ningún  miembro  de  la  Junta  participará  en  la  ven- 
tilación de  cargos  en  los  cuales  él  está  relacionado 
por  lazos  de  consanguinidad,  dentro  del  cuarto  grado, 
con  el  querellado. 

Artículo  17.  Violaciones  y Penalidades  — Cual- 
quier persona  que  viole  cualquiera  de  las  disposiciones 
de  esta  Ley  o ejerza  como  Quiropráctico  en  cualquier 
parte  de  Puerto  Rico  sin  poseer  una  licencia  expedida 
de  acuerdo  con  los  términos  de  esta  Ley,  será  cul- 
pable de  un  delito  menos  grave  (misdemeanor)  y con- 
victa que  fuere  en  una  Corte  de  Justicia  sera  castigada 
en  primera  violación  con  una  multa  no  menor  de  >25.00 
ni  mayor  de  >100.00  o con  encarcelamiento  por  un 
período  no  menor  de  un  mes  ni  mayor  de  un  año, 
o con  ambas  penas,  a discreción  de  la  Corte.  En  sub- 
siguientes violaciones  será  castigada  con  una  multa 
no  menor  de  >100  ni  mayor  de  >500,  o con  cárcel 
por  un  período  no  menor  de  seis  (6)  meses  ni  mayor 
de  dos  (2)  años,  o con  ambas  penas,  a discreción 
de  la  Corte. 

DISPONIENDOSE,  que  constituirá  misdemeanor  su- 
jeto a las  mismas  penalidades  enumeradas  anterior- 
mente, el  uso  del  título  de  “Doctor  en  Quiropráctica,” 


o cualquier  abreviación  derivada  del  mismo,  incluyan 
o no  los  términos  “Quiropráctico,”  “Quiropráctica” 
o “Quiropraxia,”  excepto  en  los  casos  de  personas 
que  estuvieren  legalmente  autorizadas  para  ejercer  la 
Quiropráctica  en  Puerto  Rico. 

Cualquier  persona  que  en  la  declaración  jurada 
de  una  solicitud  de  examen  o de  licencia  haga  una 
declaración  falsa,  será  culpable  de  perjurio  y convicta 
que  fuere  en  una  Corte  de  Justicia  será  castigada  en 
la  forma  provista  por  el  Código  Penal. 

En  cualquier  juicio  o vista  por  violación  a las  dis- 
posiciones de  esta  Ley  será  necesario  solamente  probar 
un  simple  acto  prohibido  para  que  ello  constituya  una 
violación,  sin  necesidad  que  tener  que  probar  un  curso 
general  de  conducta. 

Cada  acto  que  constituya  una  violación  a esta  Ley 
será  considerado  una  violación  por  separado  y la  persona 
que  sea  hallada  culpable  podrá  ser  castigada  con  una 
penalidad  por  separado  por  cada  acto. 

Cuando  la  violación  consista  de  “práctica  ilegal” 
cada  día  en  que  tal  práctica  ilegal  continúe,  será  con- 
siderado como  una  violación  por  separado  y estará 
sujeta  a las  penalidades  antes  mencionadas. 

Cualquier  miembro  de  la  Junta  o su  Secretario 
o inspector  nombrado  por  la  Junta  podrá  solicitar 
la  cooperación  de  la  Policía,  del  Negociado  de  la 
Detective,  y de  cualquier  Quiropráctico,  persona  o 
entidad  para  conducir  investigaciones  en  relación  con 
las  infracciones  de  esta  Ley. 

Artículo  18.  Doctores  en  Quiropráctica.  Autoriza- 
ción para  firmar  certificados  y demás  documentos 
incidentales  al  ejercicio  de  la  Quiropráctica  — Los 
Doctores  en  Quiropráctica  debidamente  autorizados 
para  ejercer  la  profesión  de  Quiropráctico  en  Puerto 
Rico  según  en  esta  Ley  se  provee,  podrán  ejecutar 
y firmar  todo  documento  legal  o certificados,  que 
sean  incidentales  al  ejercicio  de  la  Quiropráctica. 

Artículo  19.  Registro  de  Licencias  en  el  Departa- 
mento de  Salud  — Toda  persona  que  obtuviere  una 
licencia  de  la  Junta  Examinadora  de  Quiroprácticos 
de  Puerto  Rico,  dentro  de  los  treinta  días  de  la  fecha 
de  expedida  ia  misma,  hará  que  se  tome  razón  de 
dicha  licencia  en  el  Departamento  de  Salud  de  Puerto 
Rico,  donde  se  llevará  un  registro  al  efecto. 

Artículo  20.  Cláusula  de  Salvedad  — Si  cualquier 
cláusula,  párrafo  o artículo,  o parte  de  esta  Ley  que 
fuere  declarado  inconstitucional  por  un  tribunal  de 
jurisdicción  competente,  la  sentencia  a tal  efecto  dic- 
tada no  invalidará  el  resto  de  esta  Ley. 

Artículo  21.  Cláusula  Derogatoria  — Toda  ley  o 
parte  de  ley  que  se  oponga  a la  presente,  hasta  donde 
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fuera  incompatible  con  ella,  queda  por  ésta  derogada.  tamente  después  de  su  aprobación. 

Artículo  22.  Vigencia  — Esta  Ley,  por  ser  de 
carácter  urgente  y necesaria,  empezará  a regir  inmedia-  Aprobadaen  15  de  mayo  de  1952. 


FEDERAL  BUREAU  OF  NARCOTICS  LISTS 
15  DONT  S AS  PHYSICIAN  SAFEGUARDS 

The  Federal  Bureau  of  Narcotics  has  prepared  Don’ts  for  the  Practitioner 
to  protect  him  from  narcotic  addicts  and  abusers. 

Don 't  leave  prescription  pads  around;  addicts  may  be  forgers. 

Don't  write  a narcotic  prescription  in  lead  pencil,  or  any  Rx  at  all  in  pen- 
cil as  they  may  be  changed  to  call  for  morphine. 

Don’t  write  narcotics  as  " Morphine  HT  1/2  number  X”  or  " Morphine 
HT  1/4  number  10.:  Several  X’s  or  zeroes  can  be  added  to  raise  the  amount. 
Use  brackets  or  spelling. 

Don’t  carry  a large  stock  of  narcotics  in  your  bag.  Addicts  are  often 
watching  M.D.s’  offices  and  cars. 

Don’t  store  your  office  narcotic  supply  unprotected,  especially  near  a 
sink  or  washroom;  patients  may  ask  to  use  these  facilities. 

Don’t  fall  for  a story  from  a stranger  claiming  an  ailment  that  usually 
requires  morphine.  The  addict  can  produce  blood  sputum,  simulate 
bad  coughs  or  other  symptoms.  Make  your  own  diagnosis. 

Don’t  give  an  Rx  to  anyone  except  the  actual  patient.  Addicts  have 
posed  as  nurses. 

Don ’t  write  for  large  quantities  of  narcotics  unless  unavoidable.  Diversion 
to  addicts  is  profitable,  as  much  as  SI  for  1/4  grain  M.  S. 

Don’t  prescribe  narcotics  on  the  story  that  another  physician  has  been 
doing  so;  consult  that  physician  or  hospital  records. 

Don’t  leave  Rx’s  signed  in  blank  for  nurses  to  fill  in;  many  have  been 
stolen  by  addicts. 

Don’t  treat  an  ambulatory  addict.  They  must  be  under  proper  control; 
many  go  to  several  physicians  at  one  time. 

Don't  dispense  narcotics  without  keeping  records,  although  bedside 
and  office  administration  is  permissible. 

Don’t  buy  your  office  narcotic  needs  on  an  Rx  blank.  The  law  re- 
quires that  you  use  an  official  order  form. 

Don't  resent  a pharmacist’s  call  for  verification  of  an  Rx.  He  is  held 
responsible  if  forgeries  are  filled. 

Don’t  hesitate  to  call  an  agent  of  the  Federal  Bureau  of  Narcotics 
(at  your  nearest  Federal  Building ) or  the  Narcotics  Division  of  your 
State  Department  of  Health  if  the  patient  is  suspect.  Your  information 
will  be  held  in  strict  confidence. 

Do  not  phone  in  a Class  A Narcotic  Rx  except  in  true  emergencies; 
even  then,  the  pharmacist  must  have  a written  prescription  in  his  or  his 
agent’s  hand  before  he  can  make  delivery  to  your  patient.  The  pharmacist 
or  his  agent  may  pick  up  the  Rx  at  your  office  or  at  the  home  before 
making  delivery. 

Violations  of  this  section  of  the  narcotic  law  may  entail  two  to  10 
years  imprisonment  and  up  to  a $ 20,000  fine  for  the  first  offense;  se- 
cond and  third  violations  are  more  severe. 


EDITORIAL 


VARIANTES  DE  LA  ONDA  P EN  LA  VIDA  DEL  MEDICO  MODERNO 


Estas  cuartillas  que  acompañan  la  edición  de  mayo  coinciden  con  el  mes  de  la  Colación  de  Grados 
de  nuestra  Escuela  de  Medicina  del  Recinto  de  Ciencias  Médicas  de  la  Universidad  de  Puerto  Rico. 
Es  propio,  quizás,  hacer  varias  reflexiones  que  puedan  tener  relevancia  sobre  las  decisiones  a ser  toma- 
das por  este  grupo  nuevo  de  colegas. 

En  los  años  que  invierte  el  estudiante  de  medicina  en  la  escuela,  por  lo  general  está  tan  ocupado 
en  el  esfuerzo  por  su  formación  como  un  profesional  completo  y de  obtener  la  información  y las 
destrezas  necesarias  para  su  futura  práctica  de  la  medicina,  que  en  la  mayoría  de  los  casos  no  tiene 
tiempo  para  evaluar  y pensar  cómo  orientará  el  derrotero  de  su  vida  profesional.  Por  lo  general, 
piensa  que  tiene  que  cumplir  con  un  requisito  de  internado.  A veces  ya  ha  definido  y otras  está  en 
duda  si  se  irá  a la  práctica  general  de  la  medicina  o si  escogerá  el  camino  de  la  especialización.  Ambos, 
afortunadamente,  están  orientados  hacia  áreas  vitales  de  servicio  al  paciente.  Otras  alternativas  que 
se  abren  ante  sus  ojos  son  dedicarse  a la  investigación  científica,  a la  docencia,  o a la  administración 
médica.  Estas  tres,  en  última  instancia,  siempre  giran  alrededor  de  lograr  algo  que  redunde  en  un  me- 
jor servicio  al  paciente. 

Es  el  deber  de  una  Escuela  de  Medicina  el  proveer  a cada  estudiante  la  formación  y caudal  de 
conocimientos  básicos  que  le  permita,  en  armonía  con  sus  inquietudes  intelectuales,  su  motivación, 
sus  aspiraciones,  su  capacidad  intelectual  y sus  otros  atributos  personales  eventualmente  dirigirse 
hacia  alguna  de  estas  áreas  de  la  vida  profesional  del  médico.  Una  vez  reconocidas  las  inclinaciones, 
que  de  paso  puede  ser  muy  difícil  el  hacerlo,  hay  ciertos  factores  que  pueden  ayudar  al  recién  gradua- 
do a hacer  su  decisión.  Aquí  es  donde  nos  referimos  a las  variantes  de  la  P como  factores  determi- 
nantes en  el  futuro  del  médico  moderno. 

Normalmente  al  mencionar  la  P en  el  argot  médico  la  asociamos  con  el  nombre  que  se  le  dá  a una 
onda  del  electrocardiograma  que  equivale  a la  despolarización  de  los  atrios.  En  este  escrito  utilizamos 
la  P no  como  onda  electrocardiográfica  sino  como  símbolo  de  la  letra  mediante  la  cual  comienza  un 
sinnúmero  de  palabras  cada  una  de  las  cuales  debe  ser  tomada  en  consideración  al  establecer  el 
derrotero  profesional.  Me  refiero  a las  palabras  prestigio,  progreso,  programa,  productividad,  paga, 
participación,  placer,  prioridades  y paz  interior.  El  significado  de  estas  palabras  se  entrelaza  y ad- 
quiere relieve  de  acuerdo  con  las  motivaciones,  las  satisfacciones  y las  necesidades  interiores  de  un 
profesional  mientras  se  desenvuelve  en  su  vida  diaria. 

Es  un  prestigio  el  llegar  a ser  médico.  Se  prestigia  la  profesión  cuando  ese  médico  realiza  con- 
tribuciones de  valor;  y al  prestigiar  la  profesión  se  prestigia  él  mismo.  Dentro  de  las  diferentes 
alternativas  y ofertas  de  empleo  y entre  los  otros  factores  a considerarse,  el  médico  debe  ser  cui- 
dadoso en  escoger,  dentro  de  la  escala  de  valores  que  existe  en  nuestra  sociedad  y la  suya  propia, 
el  nivel  de  prestigio  que  conlleva  la  labor  a realizar. 

El  programa  de  trabajo  que  él  establezca  tendrá  vital  importancia  en  cuanto  a la  satisfacción  de 
sus  necesidades  interiores.  Deberá  éste  armonizar  con  las  necesidades  que  requieren  sus  pacientes 
o la  comunidad.  Indiscutiblemente  la  vida  de  él,  como  profesional,  será  más  llevadera  si  está  enmar- 
cada dentro  de  un  programa  que  armonice  con  sus  metas. 

Debe  el  médico  también  considerar  las  necesidades  de  productividad  para  él  y para  sus  semejantes. 
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Esta  productividad  puede  ser  en  un  servicio  de  mejor  calidad  a su  paciente,  una  contribución  a la  in- 
vestigación médica,  mejorar  la  práctica  de  la  medicina  enseñando  a estudiantes  o a médicos,  o como 
líder  de  un  equipo  administrativo  que  logra  mejorar  los  servicios  de  un  departamento  o de  una  insti- 
tución. 

Los  adelantos  de  la  tecnología  moderna  son  extraordinarios,  y el  desarrollo  a veces  tan  inconce- 
bible, que  hay  que  lograr  la  oportunidad  del  progreso  desde  el  punto  de  vista  científico,  de  tal  manera, 
que  junto  a sus  hábitos  de  educación  continuada,  el  derrotero  escogido  le  permita  progresar  y me- 
jorarse profesionalmente. 

La  selección  de  la  labor  a realizarse  debe  conllevar  placer,  ya  que  el  que  invierte  gran  parte  de  su 
vida  en  un  diario  quehacer,  se  asegura  más  el  éxito  y la  felicidad  si  la  actividad  escogida  es  placen- 
tera, agradable  y atractiva  para  llevarla  a cabo. 

Es  importante  considerar  la  oportunidad  de  participar  dentro  del  ambiente  que  rodea  en  la  labor 
escogida.  No  es  saludable  mantenerse  marginado,  a veces  indiferente,  sin  que  un  profesional  de  una 
educación  y una  formación  tan  completa  como  la  del  médico  participe  en  grupos  profesionales,  ac- 
tividades cívicas  y comunales,  no  meramente  por  los  beneficios  que  le  acarrea  a él  como  individuo, 
sino  porque  las  instituciones  y la  comunidad,  al  él  participar,  se  beneficiarán  del  talento  y compren- 
sión que  por  lo  general  tienen  aquellos  que  han  logrado  un  doctorado  en  una  ciencia  que  gira  alre- 
dedor del  ser  humano. 

Hay  un  aspecto  muy  práctico  del  cual  no  puede  olvidarse  el  médico,  aunque  no  quiere  decir 
que  sea,  ni  deba  ser,  el  factor  más  importante  en  la  decisión  de  su  futuro  profesional.  Desde  el  punto 
de  vista  realista  este  aspecto  es  innegable  y me  refiero  a la  paga.  La  decisión  a establecerse  como 
profesional  en  su  trabajo,  ya  sea  en  su  práctica  privada  individual  de  la  medicina  o en  instituciones 
requiere  que  por  lo  menos  pueda  llenar  ciertas  necesidades  básicas  que,  aunque  no  necesariamente 
lujosas,  le  permitan  garantizar  a él  y a su  familia  seguridad  y un  sistema  de  vida  en  armonía  con  las 
exigencias  razonables  de  la  época. 

Al  mirar  todos  estos  factores  enumerados  el  médico  se  confronta  con  la  necesidad  de  establecer 
prioridades  y estas  prioridades  para  la  determinación  de  su  futuro  las  debe  hacer  después  de  un  análisis 
científico  para  lo  cual  está  capacitado  y después  de  una  introspección  donde  predomine  sobre  todo  la 
calidad  humana. 

Y por  último,  me  referiré  a la  P de  la  paz  interior.  Es  decir,  que  al  hacer  una  decisión  que  afecte  su 
vida  profesional,  su  vida  personal,  la  de  su  familia,  la  de  sus  pacientes  y su  comunidad,  ésta  deberá 
estar  orientada  de  tal  suerte  que  cada  día  este  servidor  de  la  humanidad  goce  la  paz  interior  que  da  el 
deber  cumplido  en  su  cuasi  apostólica  misión  de  ser  médico. 


Mario  R.  García-Palmieri,  MD 


Nota  del  Editor: 

El  editorial  de  junio  contiene  un  importante  mensaje  del  Honorable 
Secretario  de  Salud,  “ Nuevos  Horizontes  para  los  Servicios  de  Salud  en 
la  Década  del  Setenta'\ 

Agradecemos  la  aceptación  del  Dr.  Ernesto  Colón  Yordán  de  participar 
como  Editor  Invitado. 


Jorge  0.  Just  Viera,  MD 


NOTICIAS 


Locales 

PROGRAMA  DE  ACTIVIDADES 
A continuación  informamos  las  siguientes  actividades  que 
han  sido  reportadas: 

Mayo 

11  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

12  Reunión  Directiva  Cooperativa  AMPR  - AMPR  - 5:00 
p.m. 

12  Curso  Supervisión  Cooperativa  - AMPR  - 7:00  p.m. 

12  Reunión  Comité  de  Credenciales  - AMPR  - 7:00  p.m. 

12  Curso  Administración  Médica  - AMPR  - 7:30  p.m. 

12  Conferencia  y Película  - Sección  ENT  - AMPR  - 7:30  p.m. 

12  Reunión  Consejo  Educación  Médica  - AMPR  - 8:00  p.m. 

13  Evaluación  Curso  Enfermeras  Segunda  Unidad  de  San- 
turce  - AMPR  - 8:30  p.m. 

13  Reunión  Consejo  Servicios  Médicos  - AMPR  - 7:30  p.m. 

13  Reunión  Consejo  Relaciones  Públicas  - AMPR  - 8:00  p.m. 

13  Consejo  Judicial  y Administrativo  - AMPR  - 8:00  p.m. 

13  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

14  Reunión  Comité  Ejecutivo  - AMPR  - 6:00  p.m. 

14  Reunión  Consejo  Salud  Pública  - AMPR  - 8:00  p.m. 

14  Reunión  Comité  Política  Pública  Distrito  Este  - AMPR  - 

8:00  p.m. 

14  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p^m.. 

14  Agape  Enfermeras  - Semana  de  la  Enfermera  - AMPR  - 
8:00  p.m. 

15  Acto  Entrega  Libros  Dr.  Izquierdo  Mora  - AMPR  - 
5:00  p.m. 

15  Reunión  Coctel-Asoc.  Administradores  de  Hospitales, 
Asociación  de  Hospitales  y Directores  Médicos  - “Se- 
mana del  Hospital”-  AMPR  - 5:30  p.m. 

15  Sesión  Científica  - Soc.  de  Gerontología  - AMPR  - 
8:00  p.m. 

16  Reunión  Junta  de  Directores  AMPR  - AMPR  - 2:00  p.m. 

16  Reunión  Asoc.  Mujeres  Médicas  - AMPR  - 2:00  p.m. 

16  Reunión  Comité  de  Utilización  - AMPR  - 8:00  p.m. 

18  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

19  Curso  Supervisión  Cooperativa  - AMPR  - 7:00  p.m. 

19  Película  Obstetricia  y Ginecología  - AMPR  - 7:30  p.m. 

19  Conferencia  sobre  Bilharzia  - AMPR  - 8:00  p.m. 

20  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

20  Reunión  Directiva  Distrito  Este  - AMPR  - 8:00  p.m. 

20  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

21  Adiestramiento  Médicos  Unidad  Salud  Pública  - AMPR  - 
8:00  a.m. 

25  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

26  Curso  Supervisión  Cooperativa  - AMPR  - 7:00  p.m. 

27  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

27  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 


28  Reunión  Academia  Medicina  General  - AMPR  - 8:00  p.m. 
Junio 

1 Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

2-6  Convención  Semianual  Distrito  Sur  - Ponce 

2 Reunión  Directiva  Asociación  de  Asistentes  Médicas  - 
AMPR  -8:00  p.m. 

3 Curso  de  Alemán  - AMPR  - 8:00  p.m. 

3 Reunión  Consejo  Política  Pública  - AMPR  - 8:00  p.m. 

3 Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

7 Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

9  Curso  Supervisión  Cooperativa  - AMPR  - 7:00  p.m. 

9 Conferencia  y Película  Sección  ENT  - AMPR  - 7:30  p.m. 

9 Reunión  Consejo  Educación  Médica  - AMPR  - 8:00  p.m. 

9 Conferencia  Sobre  Planes  Médicos  y Facturación  - AMPR- 
8:00  p.m. 

10  Reunión  Consejo  Servicios  Médicos  - AMPR  - 7:30  p.m. 
10  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

10  Reunión  Consejo  Judicial  y Administrativo  - AMPR  - 
8:00  p.m. 

10  Reunión  Consejo  Relaciones  Públicas  - AMPR  - 8:00  p.m. 

11  Reunión  Consejo  Salud  Pública  - AMPR  - 8:00  p.m. 

II  Cursillo  Náutica  Elemental  - AMPR  - 8:00  p.m. 

13  Homenaje  a la  Asociación  Médica  de  Puerto  Rico  (Baile) 
Casa  de  España  - 8:00  p.m. 

16  Curso  Supervisión  Cooperativa  - AMPR  - 7:00  p.m. 

16  Película  Obstetricia  y Ginecología  - AMPR  - 7:30  p.m. 

17  Reunión  Directiva  Distrito  Este  - AMPR  - 8:00  p.m. 
17  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

18-21  Convención  Semianual  Asociación  Médica  de  Puerto 
Rico  y Distrito  Este. 

Internacionales 

III  Congreso  Internacional  de  Linfología  — Bruselas,  Bélgica, 
julio  1970  (Dr.  Jean  Collette,  P.  0.  Box  128,  8028  Zürich, 
Suiza). 

IX  Congreso  Panamericano,  II  Congreso  Latinoamericano  y 
IX  Congreso  Colombiano  de  Pediatría  - Bogotá,  Colombia; 
Julio  1970  (Dr.  Alvaro  López  Pardo,  Apartado  Aéreo  21317, 
Bogotá,  Colombia). 

XII  Congreso  Panamericano  de  Otorrinolaringología  y Bron- 
coesofagología  - Lima,  Perú;  5-9  julio  1970  (Dr.  Luis  Vinatea, 
Apartado  11111,  Lima,  Perú). 

II  Congreso  Mundial  de  Endoscopia  Digestiva  - Copenhague, 
Dinamarca;  8-11  julio  1970  (Dr.  S.  Stoichita,  29  rué  Pitar 
Mos,  Bucharest,  Rumania). 
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IV  Congreso  Internacional  de  Gastroenteroiogía  — Copenhague, 
Dinamarca;  12-18  julio  1970  (Prof.  Mongens  Andreassen,  36, 
Sindergade,  1159,  Copenhague  K,  Dinamarca). 

XV  Congreso  Internacional  de  Urología  — Tokyo,  Japón; 
12-18  julio  1970;  (Prof.  Dr.  T.  Ichikawa,  1 Toyamacho,  Shinju, 
Tokyo,  Japón). 

II  Congreso  Panamericano,  1 Congreso  Peruano  de  Cirugía 
Pediátrica  — Lima,  Perú;  21-23  julio  1970  (Av.  Brasil  660, 
Lima,  Perú). 

VII  Congreso  Internacional  de  Neuro-Psicofarmacología  — Pra- 
ga, Checoeslovaquia;  agosto  1970  (Prof.  Zdenék  Votava,  M.  D., 
Sokolská  31  Prague  2,  Checoeslovaquia). 

X Congreso  Internacional  de  Microbiología  — México,  D.  F., 
México;  9-15  agosto  1970  (Dr.  Luis  F.  Bojalil,  Secretario, 
Apartado  60-607,  México  18,  D.  F.,  México). 

Vil  Congreso  Internacional  de  Diabetes  — Buenos  Aires, 
Argentina;  23-28  agosto  1970  (Dr.  V.  G.  Foglia,  Presidente; 
Paraguay  2155,  7to.  Piso,  Buenos  Aires,  Argentina). 

XII  Congreso  Internacional  de  Hematología  — Munich,  Ale- 
mania; 24-29  agosto  1970  (Sec.  D-8  München  12,  Postfach 
200,  Alemania). 

VII  Congreso  Internacional  de  la  Federación  de  Sociedades 
de  Microscopía  Electrónica  — Grenoble,  Francia;  agosto  30-6 
setiembre  1970  (Ecole  Nationale  Superieure-  Laboratoire  de 
Botanique,  24  rue  Lhomond,  Paris  V.  Francia). 

III  Congreso  Europeo  de  la  Federación  Mundial  de  Sociedades 
de  Anestesiologistas  — Praga,  Checoeslovaquia;  agosto  31-4  se- 
tiembre 1970  (Dr.  B.  Dvoracek  50,  Praga  10,  Checoeslovaquia). 

V Congreso  Internacional  de  la  Sociedad  para  el  Estudio  de 
las  Enfermedades  infecciosas  y Parasitarias  — Viena,  Austria; 
agosto  31-5  setiembre  1970  (Prof.  K.  H.  Spitzy,  Wiener 
Mediznische  Akademie,  Alsertrasse  4,  A 1090,  Viena,  Austria). 

VI  Congreso  Internacional  de  Neupatología  — París,  Francia; 
agosto  31-4  setiembre  1970  (Dr.  J.  E.  Gruner,  La  Salpetriere, 


47,  boulevard  de  FHospital,  París  13,  Francia). 

X Congreso  Mundial  de  Cardiología  — Londres,  Inglaterra; 
6-12  setiembre  1970  (Dr.  J.  P.  Mounsey,  Royal  Postgraduate 
Medical  School,  Ducane  Road,  London  W 12,  Inglaterra). 

XI  Congreso  Internacional  de  Medicina  Interna  — Vigyan 
Bhavan,  New  Delhi;  25-30  octubre  1970  (Presidente:  Dr.  K. 
K.  Datey;  Director  Comité  Organizador,  Dr.  R.  Viswanathan. 

AMERICAN  COLLEGE  OF  SURGEONS:  56th  Annual  Cli- 
nical Congress,  October  12-16,  1970,  Chicago  Illinois. 

POSTGRADUATE  COURSE  IN  LARYNGOLOGY  AND  BRON- 
CHOESOPHAGOLOGY  - November  2 through  13,  1970  - De- 
partment of  Otolaryngology  of  the  University  of  Illinois  at  the 
Medical  Center  (Dr.  Paul  H.  Holinger). 

12th  Congress  of  the  Pan-Pacific  Surgical  Association  - February 
26  to  March  3,  1972  - Place:  Hilton  Hawaiian  Village  Hotel,  Ho- 
nolulu, Hawaii.  For  details  write:  Pan— Pacific  Surgical  As- 
sociation, 236  Alexander  Young  Building,  Honolulu,  Hawaii, 
96813. 

AMERICAN  COLLEGE  OF  PHYSICIANS  POSTGRADUATE 
COURSES,  1969-1970: 

June  3-5,  1970  - Pathology,  Pathologic  Phsyiology  and  Clinical 
Aspects  of  Renal  Disease,  Georgetown  University  Hospital, 
Washington,  D.  C.:  George  E.  Schreiner,  MD,  FACP,  Director. 

June  8-12,  1970  - Psychiatry  and  the  Internist  - University 
of  Maryland  Hospital  and  Psychiatric  Institute,  BaltimoreJVId.; 
Bernard  R.  Shochet,  MD,  FACP,  Director. 

June  8-12,  1970  - Internal  Medicine  1970  - Old  Principles 
New  Practice  - A Tribute  to  William  B.  Bean,  MD,  FACP,  Uni- 
versity of  Iowa  School  of  Medicine,  Iowa  City,  Iowa. 

June  15-17,  1970  - Cardiac  Auscultation  - New  York  University 
School  of  Medicine,  New  York,  N.  Y.;  J.  Scott  Butterworth, 
MD,  FACP,  Director. 

June  15-17,  1970  - Blood  Transfusion  Therapy  and  Related 
Immunology,  Michigan  State  University,  East  Lansing,  Mich., 
Scott  N.  Swisher,  MD,  FACP,  Director. 


Instrucciones  para  los  Autores 

El  Boletín  acepta  para  su  publicación  artículos 
relativos  a medicina  y cirugía  y las  ciencias  afines. 
Igualmente  acepta  artículos  especiales  y correspon- 
dencia que  pudiera  ser  de  interés  general  para  la 
profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  condición 
de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Edi- 
tora y la  del  impresor,  se  requiere  de  los  autores 
que  sigan  las  siguientes  - instrucciones: 

Manuscrito:  El  manuscrito  completo,  incluyendo  las 
leyendas  y referencias  deberán  estar  escritos  a ma- 
quinilla  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen.  En 
página  separada  deberá  incluirse  lo  siguiente:  tí- 
tulo, nombre  del  autor  (es)  y su  grado  (ej:  MD, 
FACP),  ciudad  donde  se  hizo  el  trabajo,  el  hos- 
pital o institución  académica,  patrocinadores  del 
estudio,  y si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve 
introducción  en  la  cual  se  especifique  el  propó- 
sito del  mismo.  Las  secciones  principales  (como 
por  ejemplo:  materiales  y métodos)  deben  iden- 
tificarse como  un  encabezamiento  al  centro  y en 
letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clí- 
nicos o investigaciones  de  laboratorio  deben  orga- 
nizarse bajo  los  siguientes  encabezamientos:  Intro- 
ducción, Materiales  y Métodos,  Resultados,  Dis- 
cusión, Resumen  (en  español  e inglés),  Reconoci- 
miento y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados 
deben  organizarse  en  la  siguiente  forma:  Intro- 
ducción, Materiales  y Métodos  si  es  aplicable,  Ob- 
servaciones del  Caso,  Discusión,  Resumen  (en  español 
e inglés),  Reconocimientos  y Referencias. 
Nomenclatura:  Deben  usarse  los  nombres  genéricos 

de  los  medicamentos.  Podrán  usarse  también,  los 
nombres  comerciales,  entre  paréntesis,  si  así  se 
desea.  Se  usará  con  preferencia  el  sistema  métrico 
de  pesos  y medidas. 

Tablas:  Las  tablas  deben  aparecer  en  hojas  separadas. 
Estas  deben  incluir  el  título  y el  número  de  la 
tabla  (romano).  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se 
deben  omitir  líneas  verticales  y horizontales  en 
la  tabla. 


Figuras:  Las  fotografías  y microfotografías  se  some- 
terán como  copias  en  papel  de  lustre,  sin  montar. 
En  el  reverso  de  la  figura  debe  aparecer  el  numero 
de  la  figura  (arábigo)  y el  autor  y debe  indicarse 
la  parte  superior. 

Referencias:  Las  referencias  deben  ser  numeradas 

sucesivamente  de  acuerdo  con  su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis 
al  nivel  de  la  línea  u oración.  Al  final  de  cada 
artículo  las  referencias  deben  aparecer  en  el  orden 
numérico  en  que  se  citan  en  el  texto.  Estas  deben 
seguir  el  estilo  o patrón  del  “Index  Medicus”,  el 
cual  se  describe  a continuación: 

Para  artículos  de  Revista 

Apellido  (s),  e iniciales  del  nombre  del  autor  (es), 
título  del  artículo,  nombre  de  la  revista,  volumen, 
primera  página  y año. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

Para  citación  de  Libros 

Apellido  (s),  e iniciales  del  autor  (es),  título,  edi- 
ción, casa  editora,  ciudad,  año  y página. 

I Vintrobe,  M.  M. : Clinical  Hematology,  3rd  Ed. 

Lea  and  Febiger,  Philadelphia,  1952  p.  67. 

Deben  usarse  solamente  las  abreviaturas  indicadas  en 
el  “Cumulative  índex  Medicus”  que  publica  la  Aso- 
ciación Médica  Americana. 

Como  guía  de  referencia  para  preparar  su  artí- 
culo puede  usar  la  publicación  Advice  to  Authors 
que  publica  la  Scientific  Publications  Division,  Amer- 
ican Medical  Association,  535  N Dearborn  Street, 
Chicago,  Illinois,  60610. 

Instructions  to  Authors 

The  Boletín  will  accept  for  publication  contribu- 
tions relating  to  the  various  areas  of  medicine,  sur- 
gery and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  phy- 
sicians will  also  be  accepted.  All  material  is  accepted 
with  the  understanding  that  it  is  to  be  published 
solely  in  this  journal. 

In  order  to  facilitate  review  of  the  article  by  the 
Editorial  Board  and  the  work  of  the  printer,  the 
authors  must  conform  with  the  following  instructions: 

Manuscripts:  The  entire  manuscript,  including  legends 
and  references  should  be  typewritten  double  spaced 
in  duplicate  with  ample  margins.  A separate  title 
page  should  include  the  following:  title,  authors 
and  their  degrees  (e.  g.  MD,  FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions. 


acknowledgment  of  financial  sponsors,  and  if  the 
paper  has  been  presented  at  a meeting  the  place 
and  date  should  be  given. 

The  manuscript  should  start  with  a brief  intro- 
ductory paragraph  or  paragraphs  which  should  state 
its  purpose.  The  main  sections  (for  example,  Mater- 
ials and  Methods)  should  be  identified  by  center 
headings  in  capital  letters. 

.Articles  reporting  the  results  of  clinical  studies 
or  laboratory  investigation  should  be  organized  un- 
der the  following  headings:  Introduction,  Material 
and  Methods,  Results  if  indicated,  Discussion,  Sum- 
mary in  English  and  Spanish,  Acknowledgments  if 
any,  and  References. 

Nomenclature:  Generic  names  of  drugs  should  be 

used;  trade  names  may  also  be  given  in  parenthesis, 
if  desired.  Metric  units  of  measurements  should 
be  used  preferentially. 

Tables:  These  should  be  typed  on  separate  sheets  with 
the  title  and  table  number  (Roman)  centered.  Sym- 
bol for  units  should  be  confined  to  the  column 
headings.  Vertical  and  horizontal  lines  should  be 
omitted. 

Figures:  Photographs  and  photomicrographs  should 

be  submitted  as  glossy  prints,  unmounted.  They 
should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top 
should  be  indicated.  Legends  to  the  figures  should 


be  typed  on  a separate  sheet. 

References:  These  should  be  numbered  serially  as 

they  appear  in  the  text.  The  number  ^íould  be 
enclosed  in  parenthesis  on  the  line  of  writing  and 
not  as  superscript  numbers.  At  the  end  of  the 
article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text. 
This  list  should  conform  to  the  Style  of  the  Index 
Medicus  and  should  be  punctuated  as  in  the  follow- 
ing examples. 

For  journal  articles:  Surname  and  initials  of  au- 
thor (s),  title  of  articles,  name  of  journal,  vo- 
lume, first  page  and  year. 

Koppisch,  £.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

For  Books:  Surname  and  initials  of  author  (s), 
title,  edition,  publishing  house,  City,  year  and 
page. 

fVinlrobe,  M.  M.:  Clinical  Hematology,  3rd.  Ed. 

Lea  and  Febiger,  Philadelphia,  1952,  p.  67. 
Abbreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the  American 
Medical  Association. 

For  aid  in  preparing  your  manuscript  refer  to  the 
publication  Advice  to  Authors  available  from  the  Scien- 
tific Publications  Division,  American  Medical  Associa- 
tion, 535  N Dearborn  St.,  Chicago,  Illinois  60610. 


ANUNCIOS 


LOCALES  PARA  ALQUILAR 

Se  alquila  segunda  planta  propia  para  oficina,  Ave. 
Central  1529,  Caparra  Terrace.  Para  más  informes 
vea  al  Sr.  A.  Santiago  Morales  en  la  tienda  primer 
piso. 


Se  alquila  local  para  dispensario  médico  - Tiene 
tres  oficinas  - Teléfono  - Ave.  Comercial  Lomas. Ver- 
des. Para  más  información  llamar  al  teléfono  767-5095. 

Se  alquila  local  segundo  piso,  para  médicos  - Más 
de  1,000  pies  cuadrados  - piso  terrazo  - tres  cuartos  - 
dos  baños;  luz,  agua  y parking  incluidos.  A varios 
minutos  del  Hospital  del  Maestro.  Centro  Médico  y 
Auxilio  Mutuo.  Para  más  información,  llamar  al 
Dr.  Cuevas,  teléfonos  767-1004  o 764-2226. 


Alquilo  2 locales  propios  para  especialistas  medicos,  por 
estar  lado  Hospital  Sagrado  Corazón.  Inf.  Tapia  427,  San- 
turce,  P.  R.,  Tels.  724-6359  - 725-4372. 

OFICINAS  PARA  ALQUILAR 

Se  alquilan  dos  oficinas  para  médicos  psiquiatras  en  Pila 
Núm.  51,  esquina  Rrumbaugh,  Edificio  Vargas,  Río  Piedras 
Están  semiequipadas.  Sitio  céntrico  próximo  a las  calle 
principales  de  Río  Piedras,  el  comercio,  a la  plaza  y a la 
Universidad.  Renta:  $100.00  al  mes  incluyendo  agua,  luz 
y limpieza.  Infórmese  con:  Amalia  H.  Vda.  de  Vargas 
Apartado  20267,  Río  Piedras,  P.  R.,  Teléfono  766-7398 

VENDO 

Vendo  un  fluoroscopio  en  perfectas  condiciones, 
guantes  y delantal  de  plomo  y cuarto  obscuro.  Para 
información,  Dr.  Alonso  - Tel.  782-8046. 


Well,  Dr.  Cunningham!  I was  just  telling  Herbert 
1 should  talk  to  you  about  my  allergy. 

First  my  nose  starts  to  tickle  and . . 


'ou  know  the  rest  of  the  story.  Sneezing.  Watery  eyes, 
tosy  nose.  And  for  prompt  relief  of  these  symptoms, 
here's  Novahistine®  LP.  These  continuous-release  tablets 
lave  a vasoconstrictor-antihistamine  formulation  that 
oegins  working  in  minutes,  then  continues  to  provide 
elief  for  hours.  Even  when  nasal  congestion  is  due  to 
epeated  allergic  episodes,  two  Novahistine  LP  tablets. 


morning  and  evening,  let  most  patients  breathe  freely  all 
day  and  all  night.  Use  with  caution  in  individuals  with 
severe  hypertension,  diabe-  -jyy  1 • s> 

tes  mellitus,  hyperthyroid-  J\|0V3.I11SÍ1I1G 

ism  or  urinary  retention.  T T1 

Caution  ambulatory  patients  J-JX  decongestant 

that  drOWSineSS  may  result.  (Each  tablet  contains  25  mg  of  phenylephrine 
' * hydrochloride  and  4 mg.  of  chlorpheniramine 

maleate.) 


THE  DOW  CHEMICAL  COMPANY  Rx  Pharmaceuticals  Indianapolis 


JUDGE  ANTIBIOTIC  ÍOINTMENTS  HERE 


Results  on  skin  are  final  proof  of  any  topical  antibiotic’s  effectiveness 


No  in  vitro  test  can  duplicate  a clinical  situation  on  living  skin.  ‘Neosporin’  (polymyxin  B 
— bacitracin  — neomycin)  Ointment  has  consistently  proven  its  effectiveness  in  thousands  of 
cases  of  bacterial  skin  infection.  The  spectra  of  the  three  antibiotics  overlap  in  such  a way 
as  to  provide  bactericidal  action  against  most  pathogenic  bacteria  likely  to  be  found  topically. 
Diffusion  of  the  antibiotics  from  the  special  petrolatum  base  is  rapid  since  they  are  insoluble 
in  the  petrolatum,  but  readily  soluble  in  tissue  fluids.  The  Ointment  is  bland  and  nonirritating. 

Caution:  As  with  other  antibiotic  preparations,  prolonged  use  may  result  in  overgrowth  of  nonsuscep- 
tible  organisms  and/or  fungi.  Appropriate  measures  should  be  taken  if  this  occurs.  Articles  in  the 
current  medical  literature  indicate  an  increase  in  the  prevalence  of  persons  allergic  to  neomycin. 
The  possibility  of  such  a reaction  should  be  borne  in  mind. 

Contraindications:  This  product  is  contraindicated  in  those  individuals  who  have  shown  hyper- 
sensitivity to  any  of  its  components. 

Supplied:  Tubes  of  1 oz.,  V2  oz.  with  applicator  tip,  and  Va  oz.  with  ophthalmic  tip. 

Complete  literature  available  on  request  from  Professional  Services  Dept.  PML. 

‘NEOSPORIN’ 

brand 


POLYMYXIN  B-BACITRACIN-NEOMYCIN 

OINTMENT 


BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC.,  Tuckahoe,  N.Y. 


IN  ASTHMA 
IN  EMPHYSEMA 


optional 

therapy 


All  Mudranes  are  bronchodila tor-mucolytic  in  action,  and 
are  indicated  for  symptomatic  relief  of  bronchial  asthma, 
emphysema,  bronchiectasis  and  chronic  bronchitis.  MU- 
DRANE  tablets  contain  195  mg.  potassium  iodide;  130  mg. 
aminophylline;  21  mg.  phenobarbital  (Warning:  may  be 
habit-forming);  16  mg.  ephedrine  HC1.  Dosage  is  one  tablet 
with  full  glass  of  water,  3 or  4 times  a day.  Precautions  are 
those  for  aminophylline-phenobarbital-ephedrine  combina- 
ations.  Iodide  side-effects:  May  cause  nausea.  Very  long 
use  may  cause  goiter.  Discontinue  if  symptoms  of  iodism 
develop.  Iodide  contraindications:  Tuberculosis;  preg- 
nancy (to  protect  the  fetus  against  possible  depression  of 
thyroid  activity).  MUDRANE-2  tablets  contain  195  mg. 
potassium  iodide;  130  mg.  aminophylline.  Dosage  is  one  tablet 
with  full  glass  of  water,  3 or  4 times  a day.  Precautions  are 
those  for  aminophylline.  Iodide  side-effects  and  contra- 
indications are  listed  above.  MUDRANE  GG  tablets 
contain  100  mg.  glyceryl  guaiacolate;  130  mg.  aminophylline; 
21  mg.  phenobarbital  (Warning:  may  be  habit-forming); 
16  mg.  ephedrine  HC1.  Dosage  is  one  tablet  with  full  glass  of 
water,  3 or  4 times  a day.  Precautions  are  those  for  amino- 
phylline-phenobarbital-ephedrinecombinations.  MUDRANE 
GG-2  tablets  contain  100  mg.  glyceryl  guaiacolate;  130  mg. 
aminophylline.  Dosage  is  one  tablet  with  full  glass  of  water, 
3 or  4 times  a day.  Precautions:  Those  for  aminophylline. 
MUDRANE  GG  Elixir.  Each  teaspoonful  (5  cc)  contains 
26  mg.  glyceryl  guaiacolate;  20  mg.  theophylline;  5.4  mg. 
phenobarbital  (Warning:  may  be  habit-forming);  4 mg.  ephe- 
drine HC1.  Dosage:  Children,  1 cc  for  each  10  lbs.  of  body 
weight;  one  teaspoonful  (5  cc)  for  a 50  lb.  child.  Dose  may 
be  repeated  3 or  4 times  a day.  Adult,  one  tablespoonful,  4 
times  daily.  All  doses  should  be  followed  with  A to  full  glass 
of  water.  Precautions:  See  those  listed  above  for  Mudrane 
GG  tablets. 


MUDRANE— original  formula 

First  choice 

MUDRANE-2 

When  ephedrine  is  too  exciting 
or  is  contraindicated 

MUDRANE  GG 

During  pregnancy  or  when  K.l.  is 
contraindicated  or  not  tolerated 

MUDRANE  GG-2 

A counterpart  for  Mudrane-2 

MUDRANE  GG  ELIXIR 

For  pediatric  use 

or  where  liquids  are  preferred 

Clinical  specimens 
available  to  physicians. 


WILLIAM  P.  PO YTHRESS  & COMPANY,  INC.,  RICHMOND,  VIRGINIA  23217 


According  to  the  Framingham  Heart  Study, 
the  obese  face: 


86%  greater  risk  of  angina  pectoris, 

82%  greater  risk  of  diabetes, 

71  % greater  risk  of  coronary  heart  disease 


Obesity  may  also  aggravate  osteoarthritis, 
flat  feet,  intertriginous  dermatitis,  varicose 
veins,  and  ventral  or  diaphragmatic  hernias, 


: ,;y,  wit  & 

If  you  are  considering  weight  reduction,  consider 

phenmetrazine  hydrochloride 
Enduréis® 

prolonged-action  tablets 

Often  effective 

Controlled  studies  in  a general  patient  popu- 
lation have  shown  that  when  Preludin  is  used 
with  diet,  the  rate  of  weight  loss  exceeds 
that  obtained  by  placebo  and  diet. 

Long  acting 

Slow,  even  release  of  the  active  principle 
usually  suppresses  appetite  continuously  for 
about  12  hours. 

Once-a-day  dosage 

One  Endurets  tablet  after  breakfast.  It  helps 
reduce  weight  and  costs,  conveniently. 

For  contraindications,  warning,  precautions, 
and  adverse  reactions,  please  see  the  full 
prescribing  information. 

It  is  summarized  on  this  page. 

Where  there’s  no  will  there’s  a therapeutic  way. 


‘Among  persons  20%  or  more 
overweight  as  compared  with 
median  weight  for  persons  of 
like  height  and  sex. 

1.  Kannei,  W.B.,  ef  a/.:  Circula- 
tion 35:734,  1967. 

2.  Thomas,  H.E.,  Jr.,  ef  a/.:  Med. 
Times  95:1099,  1967. 

3.  Albrink,  M.J.,  in:  Beeson, 

P.B.  & McDermott,  W.  (eds.): 
Cecil-Loeb  Textbook  of  Medicine, 
ed.  12,  Phila.:  W.B.  Saunders 
Co.,  1967. 

Preludin® 

phenmetrazine  hydrochloride 

Preludin  is  indicated  only  as  an 
anorexigenic  agent  in  the  treat- 
ment of  obesity.  It  may  be  used  in 
simple  obesity  and  in  obesity 
complicated  by  diabetes,  mod- 
erate hypertension  (see  Pre- 
cautions), or  pregnancy  (see 
Warning). 

Contraindications:  Severe 
coronary  artery  disease,  hyper- 
thyroidism, severe  hypertension, 
nervous  instability,  and  agitated 
prepsychotic  states.  Do  not  use 
with  other  CNS  stimulants, 
including  MAO  inhibitors. 
Warning:  Do  not  use  during  the 
first  trimester  of  pregnancy  un- 
less potential  benefits  outweigh 
possible  risks.  There  have  been 
clinical  reports  of  congenital  mal- 
formation, but  causal  relation- 
ship has  not  bejen  proved.  Animal 
teratogenic  studies  have  been 
inconclusive. 

Precautions:  Use  with  caution  in 
moderate  hypertension  and 
cardiac  decompensation.  Cases 


involving  abuse  of  or  depend- 
ence on  phenmetrazine  hydro- 
chloride have  been  reported.  In 
general,  these  cases  were 
characterized  by  excessive 
consumption  of  the  drug  for  its 
central  stimulant  effect,  and  have 
resulted  in  a psychotic  illness 
manifested  by  restlessness,  mood 
or  behavior  changes,  hallucina- 
tions or  delusions.  Do  not  exceed 
recommended  dosage. 

Adverse  Reactions:  Dryness  or 
unpleasant  taste  in  the  mouth, 
urticaria,  overstimulation, 
insomnia,  urinary  frequency  or 
nocturia,  dizziness,  nausea,  or 
headache. 

Dosage:  One  25  mg.  tablet  b.i.d. 
or  t.i.d.  Or  one  75  mg.  Endurets 
tablet  a day,  taken  by  mid- 
morning. 

Availability:  Pink,  square,  scored 
tablets  of  25  mg.  for  b.i.d.  or 
t.i.d.  administration,  in  bottles  of 
100  and  1000. 

Pink,  round  Endurets®  prolonged- 
action  tablets  of  75  rng.  for 
once-a-day  administration,  in 
bottles  of  100  and  1000. 
(BJR3-46-560-B 

For  complete  details,  please  see 
full  prescribing  Information. 

Under  license  from 
Boehringer  Ingelheim  G.m.b.H. 


Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York  10502 


before  and  after  surgery 


Beroccar 

TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 

AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B^- 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


cLROCHEth 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Inc. 
Nutley.  New  Jersey  07110 


Cuando  comen  lo  que  les  gusta 

i#  nn  In  mía  Hahan 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 

Unicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (8-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  . 20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  5 mg. 

Potasio  (como  sulfato)  5 mg. 

Poso/ogia:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 


Upjohn 


6811  MARCA  REGISTRADA  EN  E.U.A.i  UNICAP  THERAPEUTIC 


UPJOHN  INTER-AMERICAN  CORPORATION  / CAPARRA / PUERTO  NUEVO 


Before  prescribing,  please  consult  complete  product  information,  a 
summary  of  which  follows: 

INDICATIONS:  Indicated  when  anxiety,  tension  and  apprehension  are 
significant  components  of  the  clinical  profile. 

CONTRAINDICATIONS:  Patients  with  known  hypersensitivity  to  the  drug. 
WARNINGS:  Caution  patients  about  possible  combined  effects  with 
alcohol  and  other  CNS  depressants.  As  with  all  CNS-acting  drugs,  caution 
patients  against  hazardous  occupations  requiring  complete  mental 
alertness  (e.g.,  operating  machinery,  driving).  Though  physical  and 
psychological  dependence  have  rarely  been  reported  on  recommended 
doses,  use  caution  in  administering  to  addiction-prone  individuals  or 
those  who  might  increase  dosage;  withdrawal  symptoms  (including 
convulsions),  following  discontinuation  of  the  drug  and  similar  to  those 
seen  with  barbiturates,  have  been  reported.  Use  of  any  drug  in 
pregnancy,  lactation,  or  in  women  of  childbearing  age  requires  that  its 
potential  benefits  be  weighed  against  its  possible  hazards. 

PRECAUTIONS:  In  the  elderly  and  debilitated,  and  in  children  over  six, 
limit  to  smallest  effective  dosage  (initially  1 0 mg  or  less  per  day)  to 
preclude  ataxia  or  oversedation,  increasing  gradually  as  needed  and 
tolerated.  Not  recommended  in  children  under  six.  Though  generally  not 
recommended,  if  combination  therapy  with  other  psychotropics  seems 
indicated,  carefully  consider  individual  pharmacologic  effects, 
particularly  in  use  of  potentiating  drugs  such  as  MAO  inhibitors  and 
phenothiazines.  Observe  usual  precautions  in  presence  of  impaired  renal 
or  hepatic  function.  Paradoxical  reactions  (e.g.,  excitement,  stimulation 
and  acute  rage)  have  been  reported  in  psychiatric  patients  and 
hyperactive  aggressive  children.  Employ  usual  precautions  in  treatment 
of  anxiety  states  with  evidence  of  impending  depression;  suicidal 
tendencies  may  be  present  and  protective  measures  necessary.  Variable 
effects  on  blood  coagulation  have  been  reported  very  rarely  in  patients 
receiving  the  drug  and  oral  anticoagulants;  causal  relationship  has  not 
been  established  clinically. 

ADVERSE  REACTIONS:  Drowsiness,  ataxia  and  confusion  may  occur, 
especially  in  the  elderly  and  debilitated.  These  are  reversible  in  most 
instances  by  proper  dosage  adjustment,  but  are  also  occasionally 
observed  at  the  lower  dosage  ranges.  In  a few  instances  syncope  has 
been  reported.  Also  encountered  are  isolated  instances  of  skin  eruptions, 
edema,  minor  menstrual  irregularities,  nausea  and  constipation, 
extrapyramidal  symptoms,  increased  and  decreased  libido  — all  infrequent 
and  generally  controlled  with  dosage  reduction;  changes  in  EEG 
patterns  (low-voltage  fast  activity)  may  appear  during  and  after 
treatment;  blood  dyscrasias  (including  agranulocytosis),  jaundice  and 
hepatic  dysfunction  have  been  reported  occasionally,  making  periodic 
blood  counts  and  liver  function  tests  advisable  during  protracted  therapy. 


with  the  aid  of  antianxiety 

Librium* 

(chlordiazepoxide 

HCI) 

5-mg,  10-mg 
and  25-mg  capsules 


In  an  age  of  swift  change  and 
challenge,  susceptible  individuals 
may  experience  varying  degrees  of 
excessive  anxiety.  The  resulting 
emotional  stress  may  precipitate 
significant  functional  disorders  or 
complicate  existing  organic  disease. 
In  properly  individualized  main- 
tenance dosage,  Librium 
(chlordiazepoxide  HCI)  quickly 
helps  relieve  anxiety  and  appre- 
hension, provides  useful  adjunctive 
therapy  in  psychophysiologic 
disorders.  In  long  clinical  ex- 
perience, Librium  has  demonstrated 
a wide  margin  of  safety. 


Also  available: 

Libritabs® 

(chlordiazepoxide) 


Roche 

LABORATORIES 
Division  of  Hoffmann-La  Roche  Inc 
Nutley  New  Jersey  07110 
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MACRODANTIN®  Prescribing  Information 
(nitrofurantoin  macrocrystals) 


For  your  patients 
with  cystitis*  pyelitis 
and  pyelonephritis*. 

an  antibacterial 
with  an  appropriate 
spectrum 


The  large  crystal  size  of  Macrodantin®  (nitro- 
furantoin macrocrystals)  improves  gastroin- 
testinal tolerance  without  interfering  with  the 
proven  clinical  efficacy  and  the  basic  advan- 
tages of  Furadantin®  (nitrofurantoin). 

The  Macrodantin  spectrum  covers  a majority 
of  urinary  tract  pathogens.  It  is  exceptionally 
effective  against  E.  coli  and  effective  against 
some  strains  of  Proteus  and  Klebsiella-Aero- 
bacter;  however,  only  a small  percentage  of 
strains  of  Pseudomonas  are  susceptible  to 
Macrodantin. 

Bacteria  develop  only  a limited  resistance  to 
furan  derivatives,  the  unique  class  of  anti- 
microbials to  which  Macrodantin  belongs. 

The  antibacterial  action  of  Macrodantin  is 
confined  to  the  urinary  tract.  (See  Indications, 
Contraindications,  Precautions,  Warnings 
and  Adverse  Reactions  section  on  this  page.) 

'Due  to  susceptible  organisms.  See  Brief  Summary  including 
information  concerning  Indications,  Contraindications  and 
Adverse  Reactions. 


INDICATIONS:  Macrodantin  (nitrofurantoin  mac 
rocrystals)  is  indicated  for  the  treatment  of  pyelo 
nephritis,  pyelitis  and  cystitis  due  to  E.  coli, 
enterococci,  Staph,  aureus  or  a small  percentage 
of  strains  of  Pseudomonas,  when  demonstrated 
to  be  susceptible  by  in  vitro  susceptibility  testing. 
Also  for  treatment  of  such  infections  when  due  to 
some  susceptible  strains  of  Klebsiella-Aerobacter 
and  Proteus.  It  is  not  indicated  for  the  treatment 
of  associated  renal  cortical  or  perinephric 
abscesses,  systemic  infections  or  prostatitis. 
CONTRAINDICATIONS:  Anuria,  oliguria  or  exten- 
sive impairment  of  renal  function  is  a contraindica- 
tion. The  drug  is  contraindicated  for  infants  under 
one  month  and  in  pregnant  patients  at  term.  The 
drug  should  not  be  administered  to  persons  who 
have  shown  hypersensitivity  to  nitrofurantoin. 
WARNINGS:  Macrodantin  may  cause  hemolytic 
anemia  of  the  primaquine  sensitivity  type,  appar- 
ently linked  to  a glucose-6-phosphate  dehydro- 
genase deficiency.  This  deficiency  is  found  in 
10%  of  Negroes  and  in  a small  percentage  of 
ethnic  groups  of  Mediterranean  and  Near-Eastern 
origin.  Such  patients  should  be  observed  closely 
while  receiving  nitrofurantoin.  Discontinue  the 
drug  at  any  sign  of  hemolysis.  Hemolysis  ceases 
on  withdrawal.  Superinfections  may  occur,  most 
commonly  due  to  Pseudomonas. 

USAGE  IN  PREGNANCY:  THE  SAFETY  OF  NITRO- 
FURANTOIN DURING  PREGNANCY  AND  LACTA- 
TION HAS  NOT  BEEN  ESTABLISHED.  IT  SHOULD 
NOT  BE  USED  IN  WOMEN  OF  CHILDBEARING 
POTENTIAL  UNLESS  THE  EXPECTED  BENEFITS 
OUTWEIGH  THE  POSSIBLE  HAZARDS. 
PRECAUTIONS:  Peripheral  neuropathy  may  occur. 
A fatality  has  been  reported.  Predisposing  condi- 
tions such  as  renal  impairment,  anemia,  diabetes, 
electrolyte  imbalance,  vitamin  B deficiency  and 
debilitating  disease  may  enhance  such  occurrence. 
ADVERSE  REACTIONS:  Nausea,  emesis  and  diar- 
rhea may  occur;  reduction  in  dosage  may  alleviate 
these  symptoms.  Sensitization  appearing  as 
cutaneous  eruptions  or  pruritus  has  occurred. 
Hypersensitivity  reactions  resulting  in  nonfatal 
anaphylaxis,  angioedema,  pulmonary  infiltration 
with  pleural  effusion  and  eosinophilia  have  been 
reported.  Other  possible  reactions  are  chills,  fever, 
jaundice,  asthmatic  symptoms  and  hypotension. 
Occasionally,  headache,  dizziness,  nystagmus, 
vertigo,  drowsiness,  malaise  and  muscular  aches 
have  occurred.  Transient  alopecia  has  been  re- 
ported. Leukopenia,  including  granulocytopenia, 
has  been  reported  rarely.  The  blood  picture  has 
returned  to  normal  following  cessation  of  therapy. 
As  with  other  antimicrobial  agents,  superinfec- 
tions by  resistant  organisms  may  occur.  With 
Macrodantin,  however,  these  are  limited  to  the 
genitourinary  tract  because  suppression  of  normal 
bacterial  floraelsewhere  in  the  body  does  not  occur. 
DOSAGE:  Adult:  50  to  100  mg.  four  times  a day. 
SUPPLIED:  Macrodantin  (nitrofurantoin  macro- 
crystals) Capsules  of  50  mg.  and  100  mg. 

EATON  PRODUCT  CODE  — For  easy  product  iden- 
tification and  verification  — Macrodantin  cap- 
sules 50  mg.  (F03),  100  mg.  (F04). 

Originators  and  Developers  of  The  Nitrofurans  gfTM 
EATON  LABORATORIES  [!■ 

Division  of  The  Norwich  Pharmacal  Company 
NORWICH,  NEW  YORK  13815 

cMacrbdantin • 

nitrofurantoin  macrocrystals ) 

e ^ Capsules 

V,/  Mr  /inn  ™ 


50mg./100mg. 


TABLETS 

high  potency  B-complex  and  C 
for  nutritional  support 


AVAILABLE  ONLY  ON  Rx 
contains  water-soluble  vitamins  only 
b.i.d.  dosage 
good  patient  acceptance 
no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  Bu. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 
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Roche 

LABORATORIES 


Division  of  Hoflmenn-Le  Roche  Inc. 
Nutley.  New  Jersey  07110 


INTRODUCING: 

The 
Acute  Phase 
Antacid 


Camalox 


formulated 
to  deliver  a high  level  of  antacid  activity 
for  your  peptic  ulcer  patients. 


Even  your  new  peptic  ulcer  patients  are  probably  familiar 
with  antacids  of  one  sort  or  another.  But  not  with  Camalox 
Suspension.  Camalox  is  the  physician’s  new  antacid.  Dose 
for  dose,  it  exceeds  other  leading  ethical  antacids  in  terms 
of  quantity  of  acid  neutralized  as  well  as  the  speed  and  du- 
ration of  antacid  activity  as  measured  in  laboratory  models. 

Camalox  Suspension  tastes  good,  too.  It  is  formulated 
by  a unique  process  that  enhances  the  texture  and  vanilla- 
mint  flavor,  making  it  pleasantly  palatable  even  for  patients 
who  must  take,  antacids  for  extended  periods. 

Prescribe  or  specify  new  Camalox— the  Acute  Phase 
Antacid— when  high  performance  and  patient  cooperation 
are  particularly  important. 

Composition:  Balanced  suspension  of  magnesium  and  alumi- 
num hydroxides  with  calcium  carbonate. 

Indications:  As  an  antacid  in  peptic  ulcer,  gastritis  and  gas- 
tric hyperacidity  conditions. 

Usual  Adult  Dose:  Two  to  four  teaspoonfuls  one-half  to  one 
hour  after  meals  and  at  bedtime.  For  acute  therapy,  dosage 
may  be  repeated  every  one  or  two  hours. 

Warning:  Camalox  should  not  be  used  in  patients  who  are 
severely  debilitated  or  suffering  from  kidney  failure. 

Supplied:  Bottles  of  16  fluid  ounces  (pint). 
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Lets  you  fit  the  formula  to  the  infant 


Carnation  Evaporated  Milk  is  not  a 
rigid,  ready-made  infant  formula.  ■ You 
choose  the  kind  and  amount  of  carbohy- 
drate to  be  added.  ■ You  specify  the  dilu- 
tion with  water.  «You  maintain  the  right  to 
prescribe  the  vitamin  preparation  of  your 
choice.  ■ And  you  make  the  decision 
whether  supplemental  iron  is  needed.  «You 
fit  the  formula  to  the  infant. 


Millions  of  babies  have  benefited  from 
flexible,  nutritious,  economical  Carnation 
Evaporated  Milk  formulas  ...  a tradition 
in  infant  feeding. 

Specify  Carnation  Evaporated  Milk  and 
you  specify  Carnation  quality. 

From  a world  leader 

in  nutritional  research . . . (arnatiOil 


IN  ASTHMA  optional 

in  emphysema  therapy 


All  Mudranes  are  bronchodila tor-mucolytic  in  action,  and 
are  indicated  for  symptomatic  relief  of  bronchial  asthma, 
emphysema,  bronchiectasis  and  chronic  bronchitis.  MU- 
DRANE  tablets  contain  195  mg.  potassium  iodide;  130  mg. 
aminophylline;  21  mg.  phenobarbital  (Warning:  may  be 
habit-forming);  16  mg.  ephedrine  HC1.  Dosage  is  one  tablet 
with  full  glass  of  water,  3 or  4 times  a day.  Precautions  are 
those  for  aminophylline-phenobarbital-ephedrine  combina- 
ations.  Iodide  side-effects:  May  cause  nausea.  Very  long 
use  may  cause  goiter.  Discontinue  if  symptoms  of  iodism 
develop.  Iodide  contraindications:  Tuberculosis;  preg- 
nancy (to  protect  the  fetus  against  possible  depression  of 
thyroid  activity).  MUDRANE-2  tablets  contain  195  mg. 
potassium  iodide;  130  mg.  aminophylline.  Dosage  is  one  tablet 
with  full  glass  of  water,  3 or  4 times  a day.  Precautions  are 
those  for  aminophylline.  Iodide  side-effects  and  contra- 
indications are  listed  above.  MUDRANE  GG  tablets 
contain  100  mg.  glyceryl  guaiacolate;  130  mg.  aminophylline; 
21  mg.  phenobarbital  (Warning:  may  be  habit-forming); 
16  mg.  ephedrine  HC1.  Dosage  is  one  tablet  with  full  glass  of 
water,  3 or  4 times  a day.  Precautions  are  those  for  amino- 
phylline-phenobarbital-ephedrine  combinations.  MUDRANE 
GG-2  tablets  contain  100  mg.  glyceryl  guaiacolate;  130  mg. 
aminophylline.  Dosage  is  one  tablet  with  full  glass  of  water, 
3 or  4 times  a day.  Precautions:  Those  for  aminophylline. 
MUDRANE  GG  Elixir.  Each  teaspoonful  (5  cc)  contains 
26  mg.  glyceryl  guaiacolate;  20  mg.  theophylline;  5.4  mg. 
phenobarbital  (Warning:  may  be  habit-forming);  4 mg.  ephe- 
drine HC1.  Dosage:  Children,  1 cc  for  each  10  lbs.  of  body 
weight;  one  teaspoonful  (5  cc)  for  a 50  lb.  child.  Dose  may 
be  repeated  3 or  4 times  a day.  Adult,  one  tablespoonful,  4 
times  daily.  All  doses  should  be  followed  with  A to  full  glass 
of  water.  Precautions:  See  those  listed  above  for  Mudrane 
GG  tablets. 
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First  choice 

MUDRANE-2 

When  ephedrine  is  too  exciting 
or  is  contraindicated 

MUDRANE  GG 

During  pregnancy  or  when  K.I.  is 
contraindicated  or  not  tolerated 

MUDRANE  GG-2 

A counterpart  for  Mudrane-2 
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Clinical  specimens 
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WILLIAM  P.  PO YTHRESS  & COMPANY,  INC.,  RICHMOND,  VIRGINIA  23217 


Results  on  skin  are  final  proof  of  any  topical  antibiotic’s  effectiveness 

No  in  vitro  test  can  duplicate  a clinical  situation  on  living  skin.  ‘Neosporin’  (polymyxin  B 
— bacitracin -neomycin)  Ointment  has  consistently  proven  its  effectiveness  in  thousands  of 
cases  of  bacterial  skin  infection.  The  spectra  of  the  three  antibiotics  overlap  in  such  a way 
as  to  provide  bactericidal  action  against  most  pathogenic  bacteria  likely  to  be  found  topically. 
Diffusion  of  the  antibiotics  from  the  special  petrolatum  base  is  rapid  since  they  are  insoluble 
in  the  petrolatum,  but  readily  soluble  in  tissue  fluids.  The  Ointment  is  bland  and  nonirritating. 

Caution:  As  with  other  antibiotic  preparations,  prolonged  use  may  result  in  overgrowth  of  nonsuscep- 
t¡ ble  organisms  and/or  fungi.  Appropriate  measures  should  be  taken  if  this  occurs.  Articles  in  the 
current  medical  literature  indicate  an  increase  in  the  prevalence  of  persons  allergic  to  neomycin. 
The  possibility  of  such  a reaction  should  be  borne  in  mind. 

Contraindications:  This  product  is  contraindicated  in  those  individuals  who  have  shown  hyper- 
sensitivity to  any  of  its  components. 

Supplied:  Tubes  of  1 oz.,  Vz  oz.  with  applicator  tip,  and  Va  oz.  with  ophthalmic  tip. 

Complete  literature  available  on  request  from  Professional  Services  Dept.  PML. 
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PREMIO 


L E D E R L E 


El  Comité  de  Premios  de  la  Escuela  de  Medicina  de  Puerto  Rico, 
presidido  por  la  Dra.  Lillian  Haddock,  informa  que  el  Premio 
Boletín  de  la  Asociación  Médica  de  Puerto  Rico,  auspiciado  por 
la  American  Cyanamid  del  Caribe  (Lederle)  fue  concedido  al  Dr. 
Jesús  H.  Isern  por  su  artículo  “Gram-Negative  Rod  Bacteremia” 
publicado  en  la  edición  de  mayo  1970. 

La  Junta  Editora  felicita  al  Dr.  Jesús  H.  Isern  y a sus  colabora- 


dores. 


RETROSPECTIVE  AND  PROSPECTIVE  STUDY 
OF  CARCINOMA  OF  THE  ESOPHAGUS, 
MOUTH,  AND  PHARYNX  IN  PUERTO  RICO 


Isidro  Martínez,  MD 


General  mortality  in  Puerto  Rico  has  decreased 
from  18  to  6 per  100,000  inhabitants,  during 
the  last  3 decades.  Simultaneously,  mortality  from 
cancer  has  increased  from  51  to  88  per  100,000 
population  during  the  same  period.  During  1968 
cancer  was  responsible  for  14  percent  of  all  deaths 
from  all  causes  in  Puerto  Rico.  Among  the  different 
anatomical  systems,  cancer  of  the  digestive  system  has 
shown  the  greatest  mortality.  Among  the  different 
organs  of  the  digestive  system,  mortality  from  cancer 
of  the  mouth,  pharynx,  and  esophagus,  was  responsible 
of  36  percent  of  all  deaths  from  cancer  from  1950 
to  1964;  (28)  with  an  overall  male-female  ratio  of 
2.1:1. 

The  incidence  and  mortality  from  cancer  of  the 
esophagus  in  Puerto  Rico  are  among  the  highest  in  the 
world.  Cancer  of  the  mouth,  and  pharynx  also  rank 
higher  than  in  many  other  countries  (1-3,  6,  8,  18-20, 
26,  27,  29,  40-42). 

The  increasing  number  of  cases  and  the  upward 
trends  of  age-adjusted  rates  (6,  26,  27)  for  these 
particular  cancer  sites  justified  the  exploration  of 
factors  associated  with  the  disease  in  Puerto  Rico. 
This  community  based  retrospective  and  prospective 
Study  was  made  possible  by  the  relative  isolation 
and  stability  of  the  population,  the  reliable  cancer 
registry  data  (28),  and  the  reasonable  good  medical 
care  services  operating  in  the  Island  (28b).  This 
Study  is  conducted  on  epidermoid  carcinomas  of  the 
esophagus,  mouth,  pharynx,  diagnosed  in  Puerto  Rico 
during  1966.  It  explores  difference  between  cases  and 
controls  in  relation  to  environmental  factors,  diet,  and 
familial  clustering. 

Material  and  Methods 

Included  are  all  cases  of  malignancy  of  esophagus,  mouth, 
and  pharynx  diagnosed  and  histologically  confirmed  as  epi- 
dermoid carcinomas  in  all  hospitals  and  clinics  in  Puerto  Rico 
during  1966.  For  this  study  all  pathologists  in  the  Island 
supplied  us  with  the  carbon  copies  of  the  biopsy  reports  and 
slides  of  each  tumor.  These  slides  were  reviewed  by  the  same 
pathologist  from  the  Department  of  Pathology  of  the  School 


of  Medicine  of  the  University  of  Puerto  Rico. 

A total  of  548  malignant  tumors  of  the  esophagus,  mouth, 
pharynx,  were  diagnosed  in  both  sexes  during  1966.  From 
these  548  cases,  400  (73  percent)  were  confirmed  histologically 
as  epidermoid  carcinomas.  For  each  cancer  patient,  3 controls 
were  matched  by  age  (within  5 years)  and  sex.  One  control, 
from  the  same  hospital  or  clinic  at  which  the  patient  was 
diagnosed,  was  selected,  who  had  been  admitted  immediately 
after  the  patient,  and  was  free  of  any  of  the  carcinomas 
under  study.  The  other  two  controls  were  selected  from  the 
same  community  as  the  patient  and  had  lived  there  for  at 
least  10  years. 

Questionnaire  had  questions  related  to  religion,  education, 
birthplace,  places  of  residency,  occupation,  use  of  tobacco, 
eating  habits,  special  diets,  kind,  amount,  and  time  of  food 
consumption,  and  the  predominant  method  of  preparing  food 
in  the  following  categories:  spices,  fats,  fruits,  cereals,  vege- 
tables, salads,  meats,  sea  food,  “Puerto  Rican  foods”,  cheese, 
nonalcoholic  beverages,  alcoholic  beverages.  The  Question- 
naire requested  also  information  regarding  loss  of  molar  and 
premolar  teeth,  and  the  length  of  time  without  prosthetic 
replacement.  Lastly  it  contained  questions  related  to  the 
family  history  of  cancer  of  the  esophagus,  mouth,  and  pha- 
rynx. 

For  each  cancer  patient,  3 controls  were  matched  by  age 
(within  5 years)  and  sex.  One  control,  from  the  same  hospital 
or  clinic  at  which  the  patient  was  diagnosed,  was  selected 
who  had  been  admitted  immediately  after  the  patient  and 
was  free  of  any  of  the  carcinomas  under  study.  The  other 
two  controls  were  selected  from  the  same  community  as  the 
patient  and  had  lived  there  for  at  least  10  years.  In  searching 
for  these  community  controls,  we  started  at  the  house  to  the 
left  of  the  patient’s  dwelling.  If  no  matched  control  was 
found,  we  proceeded  to  the  nearest  house  to  the  right,  al- 
ternating until  2 age-and  sex-matched  controls  were  found. 
The  average  interview  lasted  1 1/2  hours. 

Interviewers  had  2 years  of  college  education  and  had  been 
trained  by  professionals  of  the  Division  of  Research  of  the 
Department  of  Health.  They  had  no  knowledge  of  the  pre- 
valent hypothesis  of  the  etiology  of  these  carcinomas  or  of 
the  specific  primary  site  of  the  cancer  in  the  particular  cases. 
When  the  questionnaire  was  tested  in  the  field,  interviewers 
were  supervised  by  a professional  interviewer.  All  interviews 
were  revised  systematically,  and  a 5 percent  sample  was  re- 
peated by  the  supervisor  and  checked  against  the  original. 

If  the  patient  or  control  died  or  was  physically  or  mentally 
incapacitated,  a member  of  the  famliy  who  had  lived  for  no 
less  than  10  years  with  the  patient  or  control  was  interviewed. 
To  insure  comparability  of  interviews,  if  a family  member  of 
a matched  group  were  interviewed,  information  from  the  other 


170 


171 


Volumen  62 
IVúm.  6 


Isidro  Martínez,  MD 


I 


TABLE  I:  LOCATION  OF  EPIDERMOID  CARCINOMAS  OF  THE  ESOPHAGUS, 
MOUTH,  AND  PHARYNX,  BY  SEX,  PUERTO  RICO,  1966  (28b) 


Site 

No. 

Both  sexes 

Percent 

No. 

Males 

Percent 

No. 

Fern  ales 

Percent 

Esophagus: 

Upper  third 

29 

16.2 

20 

16.7 

9 

15.3 

Middle  third 

94 

52.5 

63 

52.5 

31 

52.5 

Lower  third 

56 

31.3 

37 

30.8 

19 

32.2 

Total 

179 

100.0 

120 

100.0 

59 

100.0 

Mouth: 

Lips 

11 

7.2 

8 

7.0 

3 

7.9 

Tongue 

65 

42.5 

46 

40.0 

19 

50.0 

Floor  of  mouth 

27 

17.6 

23 

20.0 

4 

10.5 

Other  parts  of  mouth 

50 

32.7 

38 

33.0 

12 

31.6 

Total 

153 

100.0 

115 

100.0 

38 

100.0 

Pharynx: 

Nasopharynx 

9 

13.2 

8 

14.5 

1 

7.6 

Mesopharyi  x 

16 

23.5 

13 

23.6 

3 

23.1 

Hipopharynx 

31 

45.6 

25 

45.5 

6 

46.2 

Unspecified 

12 

17.6 

9 

16.4 

3 

23.1 

Total 

68 

100.0 

55 

100.0 

13 

100.0 

members  of  the  group  was  also  obtained  from  their  family 
members.  Ot  the  400  patients,  only  48  (12  percent)  members 
of  their  family  were  interviewed,  and  the  corresponding  con- 
trols were  also  interviewed  through  their  family  members. 
The  same  person  interviewed  the  patient  and  his  corresponding 
controls. 

p Hospital  and  neighborhood  controls  were  very  homogenous 
for  most  variables.  Moreover,  levels  of  differences  between 
cancer  patients  and  hospital  controls  were  very  similar  to  those 
between  patients  and  community  controls. 

f rom  the  400  cases  and  1,200  controls  matched  by  age  and 
sex,  346  pairs  were  matched  on  tobacco  use  and  349  pairs 
on  alcohol  consumption,  to  determine  independence  of  as- 
sociation. 

Conventional  chi-square  tests  with  Yate’s  correction  were 
used  to  determine  statistical  significance  for  difference  between 
patients  and  controls.  The  conventional  method  for  relative 
risk  calculation  was  used. 

Results 

1.  Location  of  Cancer:  Of  the  400  lesions,  179  were 
in  the  esophagus  (120  in  males  and  59  in  females), 
15.T  in  the  mouth  (115  in  males  and  38  in  females)  and 
08  in  the  pharynx  (55  in  males  and  13  in  females).  The 
overall  male-female  ratio  was  2.6:1.  Of  the  esophageal 
carcinomas,  52  percent  were  in  the  middle  third  of  the 
esophagus  in  both  sexes.  Of  the  mouth  carcinomas, 
40  and  50  percent  were  in  the  tongue  in  males  and  fe- 


males, respectively.  Of  the  pharyngeal  malignancy, 
45  percent  were  in  the  hypopharynx  in  both  sexes 
(Table  I). 

2.  General  characteristics  of  cancer  patients: 

Age:  Most  patients  were  in  the  60-69  years 

group. 

Place  of  birth  and  residency:  Seventy  percent 
were  born  in  the  rural  areas  and  more  than  50  percent 
lived  also  in  rural  areas,  before  and  after  21  years  of  age. 

Occupation:  Thirty  five  percent  were  agricultural 
workers. 

Education:  Almost  60  percent  had  less  than  4 
years  of  grammar  school,  35  percent  were  illiterates. 

Religion:  Eighty  five  percent  stated  they  were 
Catholics. 

Family  history  of  cancer:  Eleven  percent  had 
family  history  of  cancer  in  similar  anatomic  site. 

Teeth:  Forty  two  percent  had  lost  most  of  the 
teeth,  without  prosthetic  replacement. 

Diet:  Both  patients  and  controls  reported  a 

diet  deficient  in  meat,  milk,  eggs,  and  fresh  vegetables. 

3.  Significant  difference  between  cancer  cases  and 
controls: 

Marital  Status:  Forty  percent  of  the  patients  were 
single,  divorced  or  widowed,  in  comparison  with  29  per- 
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Never  Married.  Widowed  or  Divorced 

Fig.  1:  Cancer  cases  and  controls  never  married,  widowed, 
and  divorced. 


Number 

Fig.  3:  Number  of  meals  per  day,  eaten  by  cancer 

cases  and  controls,  both  sexes. 

cent  of  the  controls.  This  difference  is  significant  at 
less  than  the  0.001  level  (Fig.  1). 

Amount  of  food:  The  amount  of  food  ingested 
by  the  cases  was  consistently  less  than  the  controls  (18.7 
vs.  13.9  percent).  This  difference  was  significant  at  the 
0.05  level  (Fig.  2). 

Number  of  Meals:  The  percentage  of  patients 
eating  only  one  meal  a day  was  greater  for  the  patients 
than  for  the  controls.  Difference  significant  at  0.01 
level  (Fig.  3). 

Regularity  of  meals:  Fifty  two  percent  of  the 
cases  and  41  percent  of  the  controls  ate  meals  very 
irregularly.  Significant  at  0.001. 
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Fig.  2:  Amount  of  food  eaten  by  cancer  cases  and 

controls,  both  sexes. 


Fig.  4:  Temperature  of  meals,  eaten  by  cancer  cases 
and  controls,  both  sexes. 

Temperature  of  meals:  More  patients  than  con- 
trols preferred  hot  and  very  hot  meals.  Significant 
at  0.05  level  (Fig.  4). 

Liquids  with  meals:  Five  percent  of  the  patients, 
but  only  2.4  percent  of  the  controls  never  drank  li- 
quids with  meals.  Significant  at  0.05  level. 

Hot  beverages:  A significant  difference  (at  the 
0.001  level)  was  noted  between  patients  and  controls 
in  regard  to  drinking  hot  beverages.  The  greater 
difference  was  in  consumption  of  black  coffee  (Hg.  5). 

Spices:  Three  percent  of  the  patients  and  less 
than  I percent  of  the  controls  used  spices  in  great 
quantity,  especially  black  pepper,  Chile,  Capper  Hush, 
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Fig.  5:  Temperature  of  black  coffee,  drank  by  cancer 
cases  and  controls,  both  sexes. 


Fig.  7:  Heavy  drinkers  among  study  cancer  cases  and 
controls.  Both  sexes. 


Fig.  6:  Relative  risk  of  developing  cancer  with  different 
amounts  of  some  spices,  both  sexes. 


only  only 


Fig.  8:  Type  of  alcoholic  beverage  drunk  by  study  cancer 
cases  and  controls,  both  sexes. 


and  Coriander.  The  difference  was  significant  at 
0.01  level  (Fig.  6). 

Alcohol:  Thirty  two  percent  of  the  patients 

but  only  10.9  percent  of  the  controls  were  heavy 
drinkers  (5  units  of  alcohol  or  more  per  day;  one 
unit  equal  to  2 ounces  of  distilled  liquor  80° proof 
or  equivalent  in  alcohol).  The  difference  was  sig- 
nificant at  much  less  than  0.001  level  (Fig.  7).  A 
similar  difference  existed  for  each  cancer  site  when 
both  sex  groups  were  combined.  The  male  group 
showed  a similar  difference  in  each  cancer  site,  ex- 
cept for  cancer  of  the  mouth  where  the  difference 
was  significant  at  a lower  level.  The  female  group 


had  difference  significant  at  higher  level  when  the 
three  cancer  sites  and  moderate  level  of  consumption 
were  combined  (2-4  units  per  day).  The  breakdown 
of  female  cases  by  cancer  sites  shows  a difference, 
but  the  number  of  cases  was  too  small  to  test  for 
significance. 

Mixed  drinking  was  the  most  common  type 
of  alcohol  consumption  among  both  sexes  and  for 
each  cancer  site  (Fig.  8).  It  was  followed  in  frequency 
of  preference  by  males  of  commercial  rum,  home 
processed  rum,  and  beer.  The  second  preference  of 
females  was  beer,  wine,  or  home-processed  rum. 

Distilled  alcohol  liquors  (rums,  whiskey,  etc.) 
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Fig.  9:  Method  of  drinking  by  study  cancer  cases  and 
controls,  both  sexes. 


Fig.  10:  Relative  risk  of  developing  cancer  with  different 
amounts  of  alcohol  drinking.  Both  sexes. 


incases 


Fig.  11:  Heavy  smokers  among  study  cancer  cases  and  Fig.  12:  Type  of  smoking  by  study  cancer  cases  and 

controls,  both  sexes.  controls,  both  sexes. 


were  drunk  “straight”  more  frequently  by  patients 
than  by  controls  (Fig.  9). 

For  the  346  pairs  matched  by  age,  sex,  and  use 
of  tobacco,  the  proportion  of  heavy  drinkers  was  al- 
ways greater  among  patients  than  among  the  controls. 
Relative  risks  increased  with  the  increasing  of  alcohol 
consumption,  becoming  2-6  times  higher  among  the 
heavy  drinkers  than  among  the  nondrinkers  (Fig.  10). 

Tobacco i Among  the  patients,  25.5  percent 
were  heavy  smokers  (5  units  of  tobacco  or  more  per 
day;  one  unit:  4 cigarettes  or  2 pipes  or  1 cigar 
or  2 pieces  of  chewing  tobacco),  in  comparison  with 
only  10.2  percent  of  the  controls.  Significant  at  less 
than  0.001  level  (Fig.  11). 


Similar  differences  for  heavy  smoking  exist  for 
each  cancer  site  when  both  sex  groups  were  combined. 
The  male  group  had  significant  differences  for  each 
cancer  site.  Female  differences  were  significant  only 
when  the  number  of  eases  of  moderate  use  (3-4  units 
per  day)  were  combined  with  those  with  heavy  use 
of  tobacco  for  cancer  of  the  moti-th  and  pharynx. 

Tobacco  was  used  in  the  following  order  of 
popularity:  (1)  cigarettes  (2)  combinations  ot  cigar- 
ettes with  other  types  of  tobacco,  and  (3)  chewing 
(Fig.  12).  Patients  with  cancer  of  the  mouth  did 
not  often  use  chewing  tobacco  disproportionately  nor 
did  patients  with  cancer  of  the  pharynx  smoke  cigars 
more  often  than  usual. 
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Chew  Pipe  Chew 


Fig.  13:  Mixtures  of  tobacco  used  by  study  cancer 

cases  and  controls,  both  sexes. 

The  most  common  mixed  use  of  tobacco  was 
cigarettes  and  cigars  (50  percent),  followed  by  cigarettes 
and  chewing  tobacco  (15.2  percent),  and  cigars  and 
chewing  tobacco  (15.2  percent),  and  cigars  and  chewing 
tobacco  (11.4  percent)  (Fig.  13). 

For  the  349  pairs  matched  by  age,  sex,  and  al- 
cohol consumption,  the  proportion  of  heavy  smokers 
was  always  greater  among  patients  than  controls.  Re- 
lative risks  increased  with  the  increasing  amounts  of 
tobacco  used  (Fig.  14).  The  risk  was  from  2.5-5  times 
higher  for  heavy  smokers  than  for  nonsmokers. 

Discussion 

The  study  validates  most  of  the  previously  published 
incidence  data  related  with  distribution  of  these  cancer 
sites  by  socioeconomic  levels,  age,  sex,  occupation,  etc. 
(7,  9,  16,  17,  21,  26,  27).  It  also  agrees  with  some  cli- 
nical impressions  and  prevailing  hypotheses  of  associated 
factors  derived  from  studies  of  hospital  series. 

We  are  aware  of  the  pitfalls  and  bias  of  some  data 
obtained  by  interview,  especially  on  diet,  alcohol  con- 
sumption, and  other  items.  We  believe  that  with  the 
exceptional  matching  obtained  by  age,  sex,  hospital, 
residence,  education,  place  of  birth,  etc.  at  least  the 
biases  are  equally  distributed  in  both  groups. 

The  study  shows  a very  low  consumption  of  fruits, 
vegetables,  milk,  eggs,  and  meat  by  both  patients  and 
control  groups.  Additional  evidence  of  undernourish- 
ment of  similar  population  groups  was  found  consistent- 
ly in  six  previous  studies  (clinical,  dietary,  and  bioche- 
mical (10-14,  37).  The  staple  diet  of  our  study  group 


3 Sites  Esophagus  Mouth  Pharynx 


Fig.  14:  Relative  risk  of  developing  cancer  with  different 
amount  of  tobacco  use,  both  sexes. 

was  high  in  carbohydrates  obtained  from  rice,  beans 
and  such  starchy  roots  as  potatoes  and  sweet  potatoes. 
The  most  important  source  of  animal  protein  was  cod- 
fish, supplemented  during  the  last  decade  with  poultry. 

Rural  residency,  agricultural  occupation,  and  low 
educational  level  are  factors  usually  associated  in  Tuerto 
Rico  with  a low  socioeconomic  level.  Single,  divorced, 
and  widowed  males  in  this  socioeconomic  stratum  may 
be  more  susceptible  to  both  alterations:  deficiency  in 
quality  and  regularity  of  diet  for  obvious  reasons,  and 
prior  or  concomitant  emotional  disturbances  that  ac- 
centuate the  use  and  consumption  of  high  amounts  of 
stimulants. 

The  factors  found  in  different  proportions  between 
patients  and  controls  are  in  descending  order  of  mag- 
nitude: consumption  of  alcohol,  use  of  tobacco,  con- 
sumption of  hot  beverages,  irregularity  of  meals,  con- 
sumption of  spices,  reduced  number  of  meals  during 
the  day,  absence  of  beverages  during  meals,  small 
amount  of  food,  and  higher  temperature  of  meals. 

The  outstanding  factors  associated  with  these  par- 
ticular cancer  sites  are  the  use  of  alcohol  and  tobacco, 
which  apparently  operate  independently.  Similar 
associations  have  been  found  in  several  hospital-based 
studies  (5,  15,  22,  23,  31,  32,  35,  39,  45,  48-50). 
The  smaller  difference  between  female  patients  and 
controls  for  alcohol  consumption  may  be  an  under- 
estimate due  to  strong  social  attitude  against  alcoho- 
lism in  females  in  Puerto  Rico.  The  reduction  in 
number  of  cancer  patients  in  this  sex  group  may  also 
reduce  the  significance  of  the  difference,  since  the 
grouping  of  patients  according  to  the  three  cancer-site 
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categories  and/or  adding  patients  who  consume  alcohol 
moderately  to  those  who  consume  it  heavily  make  the 
difference  significant.  A larger  series  of  cancer  cases 
in  the  female  group  might  well  reveal  more  significant 
differences. 

We  cannot  prove  the  exclusive  association  of  the 
highly  suspected  home-processed  rum  in  our  study. 
But  we  cannot  deny  it.  We  may  assume  that  we  did  not 
obtain  the  complete  history  in  relation  to  this  type  of 
rum.  This  particular  alcoholic  liquor  is  processed  by 
uncontrolled  fermentation  of  sugar  cane  molasses  in 
barrels  of  different  sources  like  crude  petroleum  drums, 
and  distillation  sometimes  in  primitive  stills  like  car 
radiators.  This  product  is  sold  illegally.  It  costs  one- 
fifth  to  one-tenth  the  price  of  commercial  rum. 

Standard  chemical  analysis  of  this  rum  has  shown 
considerable  greater  amounts  of  isoamylic  alcohol, 
isobutylic  alcohol,  propylic  alcohol,  fusel  oil,  and 
furfural  than  those  found  in  commercial  rums.  Since 
most  of  these  cancer  cases  are  from  the  lowest  social 
strata,  it  makes  sense  to  assume  that  they  drink  the 
cheapest  liquor  and  in  greater  amounts  than  they 
reported,  no  matter  how  close  the  questioning.  Re- 
cent studies  have  found  significant  concentration  of 
nitrosamines  in  home-processed  gin  in  Africa  (25b). 
Our  moonshine  rum  is  under  study  by  the  same  type 
of  analysis. 

Tobacco  use  is  second  to  alcohol  in  the  magnitude 
of  difference  between  patients  and  controls.  This 
factor  has  been  found  associated  in  previous  studies 
(24,  25,  30,  33,  34,  38,  43,  44). 

Heavy  drinkers  are  usually  also  smokers.  In  this 
study,  statistical  procedure  has  been  used  to  test 
association  independent  from  alcohol.  Uncommon 
types  of  tobacco  use,  such  as  smoking  cigarettes  with 
the  burning  end  in  the  mouth,  nasal  application  of 
tobacco,  or  the  mixing  of  tobacco  with  other  subs- 
tances, are  not  practiced  in  Puerto  Rico  and  were  not 
found  throughout  the  study.  Chewing  tobacco  was 
mixed  with  a molasses  solution  to  improve  the  taste 
and  to  preserve  it  from  drying.  We  expected  to  find 
a high  frequency  of  tobacco  chewing  among  patients 
with  cancer  of  the  mouth,  cigar  smoking  among 
patients  with  cancer  of  the  pharynx,  and  cigarette 
smoking  among  patients  with  cancer  of  the  esopha- 
gus, hut  cigarettes  predominated  in  each  cancer  site. 
However,  smoking  combinations  ranked  second  to 
cigarettes,  the  most  frequent  being  cigarettes  with 
cigars.  The  difference  for  tobacco  use  between  patients 
and  controls  among  females  by  cancer  site  presented 
the  same  type  of  difficulty  as  did  alcohol  consumption, 
i.  e.,  lower  values  of  significance,  mostly  due  to  re- 


duction of  the  number  of  cases  by  the  breakdown 
by  cancer  site. 

The  greater  relative  risk  found  for  heavy  smokers 
matched  by  age  and  sex  and  alcohol  consumption, 
and  vice  versa,  strengthened  the  association  of  these 
factors  with  the  disease. 

The  data  of  this  study  lead  to  the  conclusion  that 
patient  and  controls  consumed  diets  deficient  in  fresh 
vegetables,  fruits,  milk,  eggs,  and  meat.  Bean,  rice, 
potatoes,  and  other  starchy  roots  predominated  in 
their  diet.  The  development  of  epidermoid  carcinomas 
of  the  esophagus,  mouth,  and  pharynx  was  associated 
with  a high  consumption  of  alcohol,  heavy  use  of 
tobacco,  and  high  consumption  of  hot  beverages  and 
spices. 

The  follow-up  of  drinkers  and  smokers  controls 
have  not  yield  additional  cancer  cases  up  to  December 
1968. 

Summary 

A retrospective-prospective-community-based  study 
of  400  patients  with  cancer  of  the  esophagus,  mouth, 
and  pharynx  was  conducted  to  explore  the  association 
of  environmental,  personal,  and  hereditary  factors. 
For  each  patient  3 age-sex-and  socioeconomical  status 
matched  controls  were  interviewed  with  the  same 
questionnaire  as  the  cancer  patients.  The  outstanding; 
differences  between  patients  and  controls  were  that  the 
patients  used  more  alcohol,  tobacco,  hot  coffee,  and 
spices.  Both  controls  and  patients  reported  diet  defi- 
cient in  milk,  eggs,  meat,  vegetables  and  fresh  fruits. 
The  staple  diet  was  high  in  beans,  rice,  bread,  and 
starchy  foods  as  potatoes,  sweet  potatoes,  and  other 
similar  foods.  The  follow-up  of  1200  controls  has 
not  yield  another  cancer  case  up  to  December  1968. 
Special  analysis  of  the  Puerto  Rican  Moonshine  rum 
is  being  undertaken. 

Resumen 

Se  ha  llevado  a cabo  un  estudio  retrospectivo  y pros- 
pectivo de  400  pacientes  con  cáncer  de  esófago,  boca  y 
faringe,  confirmados  histológicamente  en  dos  de  los 
hospitales  y clínicas  de  Puerto  Rico,  con  el  propósito 
de  explorar  la  asociación  de  los  factores  ambientales, 
personales  y hereditarios.  Por  cada  paciente  se  entre- 
vistaron tres  controles  pareados  por  edad,  sexo  y con- 
diciones socioeconómicas.  A los  cuatro  miembros 
del  grupo  se  les  entrevistó  con  el  mismo  cuestionario. 
Las  diferencias  más  notables  encontradas  entre  pa- 
cientes y controles,  fueron  que  los  pacientes  ingerían 
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más  alcohol,  bebidas  calientes  y especies,  y también 
hacían  uso  mayor  del  tabaco.  Tanto  los  pacientes 
como  los  controles  informaron  una  dieta  deficiente 
en  leche,  huevos,  carne,  vegetales  y frutas  frescas. 
La  dieta  básica  era  alta  en  habichuelas,  arroz,  pan 
v alimentos  aim  ¡donosos  tales  como  papas,  patatas 
v otros  alimentos  similares.  El  seguimiento  de  los 
1200  controles  no  ha  dado  ningún  caso  positivo  de 
cáncer  hasta  diciembre  de  1968.  Se  está  llevando 
a cabo  un  estudio  especial  del  ron  clandestino  de 
Puerto  Rico. 
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URGENCIAS  PEDIATRICAS 
(Bosquejos  Terapéuticos) 
TRATAMIENTO  DE  LAS  CONVULSIONES 

EN  LOS  NIÑOS 


Manuel  E.  Soto  Viera,  MD 
Eduardo  Mirabal  Font,  MD 


He  aquí  una  de  las  situaciones  que  motivan  frecuentes 
solicitudes  de  auxilio  en  nuestras  Salas  de  Urgencias.  Es, 
también,  para  los  familiares  del  niño,  una  de  las  más  alar- 
mantes. 

La  mayoría  de  los  pacientes  tiene  convulsiones  de  tipo 
granel  mal,  asociadas  o no  con  fiebre.  El  paroxismo  neuro- 
lógico  puede  haber  cedido  ya,  o estar  en  pleno  apogeo,  ver- 
daderas crisis  subintrantes  que  definen  y constituyen  el  estado 
de  mal  epiléptico.  Eso  es  el  “status  epilepticus”:  convulsiones 
que  persisten  espontáneamente,  o que  no  ceden  al  trata- 
miento. 

MEDIDAS  ESPECIFICAS  (se  escogerá  y empleará  sólo 
una:  ver  Tabla). 

A.  Barbitúricos. 

1.  Fenobarbital  sódico,  en  solución  acuosa. 

Vía:  intramuscular.  Posología:  5 mgs/kg/ 

dosis,  a repetir  cada  15  minutos  dos  veces  más,  si  las 
convulsiones  no  han  cedido  con  la  dosis  dada  previa- 
mente. Si  las  convulsiones  ceden,  pero  parcialmente, 
se  rebaja  la  posología  a la  mitad,  para  la  nueva  dosis 
que  sea  preciso  administrar.  No  se  repetirán  las  dosis 
si  sólo  persisten  sacudidas  de  algunos  grupos  musculares. 
No  se  excederá  una  dosis  total  de  15  mgs/kg  durante 
las  primeras  24  horas  de  tratamiento.  En  promedio, 
un  bebé  de  6 meses  recibirá  dosis  de  60  mgs. ; un  infante 
de  1 a 3 años,  dosis  de  120  mgs.;  máximum,  200  mgs. 
A estas  dosis,  y por  vía  I.  M.,  el  fenobarbital  sódico 
es  una  droga  prácticamente  innocua,  que  goza  de  dos 
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ventajas;  se  le  conoce  bien  y ejerce  una  acción  prolonga- 
da (por  más  de  6 boras). 

2.  Otros  barbitúricos. 

Los  de  acción  intermedia,  como  el  amobarbital  (Amy- 
tal) o el  pentobarbital  (Nembutal),  se  dan  por  vía  endovenosa, 
lentamente,  a la  misma  dosis  que  el  fenobarbital.  Su  efecto 
dura  de  3 a 6 horas,  pero  el  grave  riesgo  de  apnea  por  espasmo 
laríngeo  — y muerte  súbita  — que  hacen  incurrir,  CONTRA- 
INDICAN SU  EMPLEO  POR  QUIEN  NO  SEA  ANESTESIO- 
LOGO. 

Nota:  Si,  como  se  supone,  la  anoxia  contribuye  al 
espasmo  de  la  laringe,  éste  puede  ocurrir  también  tras  la  ad- 
ministración de  fenobarbital.  Pero,  al  darlo  por  vía  intra- 
muscular, disminuye  ese  riesgo. 

B.  Otras  drogas. 

1.  Diazepam  (de  Roche). 

Reemplaza  al  fenobarbital  sódico  como  droga 
de  elección  para  este  tratamiento.  Ofrece  una  gran 
ventaja:  las  convulsiones  ceden  rápidamente,  en  cues- 
tión de  minutos.  No  deprime  la  respiración  ni  aletarga, 
por  lo  común,  al  paciente;  puede  provocar  sialorrea, 
hipo,  nistagino,  disminución  o ausencia  del  reflejo 
corneal.  Ahora  bien,  la  droga  es  de  uso  reciente, 
de  modo  que  se  desconoce  aún  cuál  es  todo  el  espec- 
tro de  sus  posibles  efectos  adversos. 

Preparación  comercial:  ampolletas  de  2 mis., 
5 mgs.  por  cada  mi.  Vía  de  administración:  endoveno- 
sa, lentamente,  a razón  de  0.5  mls./minuto.  Su  efecto 
dura  de  media  hora  a 3 horas.  Posología:  de  1 a 10 

mgs.  (i.  e.,  de  1/5  a 2 mis.)  bastarán  generalmente. 
Repetir,  si  es  necesario,  a los  10  o 20  minutos.  No 
exceder  una  dosis  de  6 mgs.  por  metro  cuadrado  de 
superficie  corpórea,  esto  es,  alrededor  de  0.2  mgs/kg 
en  un  bebé  o infante  de  peso  y estatura  normales. 

También  se  emplean: 

2.  Difenilhidantoína  sódica  (Dilantin,  de  Parke-Davis). 

Algunos  la  prefieren  porque  no  produce  letargo.  Sin 

embargo,  a dosis  excesivas,  provoca  ataxia. 

Preparación  comercial:  solución  en  frascos  sellados 
de  5 mis.,  50  mgs/ml.,  solución  a usar  tan  pronto  se  prepare. 
Vías  de  administración:  I.M.  o I.V.  Posología:  5-15mgs./kg. 

3.  Paraldehido. 

Preparación  preferida  en  pacientes  que  han  recibido 
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TABLA 

PRECAUCIONES  A OBSERVAR  EN  EL  TRATAMIENTO  DE  LAS  CONVULSIONES 

EN  LOS  NIÑOS 


1.  Mantener  las  vías  respiratorias  despejadas:  colocar,  si  es  posible,  una  férula  oral  de  plástico  (“mouthpiece”)  para  que  el  niño 
respire  sin  estorbo.  Este  gesto  tiene  mucho  más  valor  preventivo  que  la  muy  ritual,  aunque  ineficaz,  maniobra  de  poner  una 
espátula  en  la  boca  del  niño  “para  que  no  se  muerda  la  lengua 

2.  Emplear  una  sola  droga  para  el  tratamiento.  De  elegir  el  fenobarbital  sódico,  inyectar  únicamente  la  solución  acuosa. 

3.  Pesar  al  niño  antes  de  prescribir:  siempre  es  posible,  aunque  sea  en  brazos  de  un  adulto. 

4.  Tratar  al  niño  sin  precipitación  innecesaria,  en  un  ambiente  sosegado,  libre  de  espectadores  curiosos  o noveleros:  esto  puede 
lograrse  aun  en  presencia  de  los  padres;  no  hay  por  qué  excluirlos. 

5.  Tomar,  anotar  y vigilar  los  signos  generales  (T,  P,  R,  P.A.);  evaluar  el  estado  de  hidratación  del  paciente,  lo  cual  incluye  el 
inquirir  sobre  la  diuresis,  sobre  la  asociación  posible  con  vómitos,  y el  apreciar  cómo  respira  el  niño. 

6.  Reconocer  cuidadosamente  al  niño  para  identificar  focos  infecciosos  (meningitis,  en  particular)  u otras  etiologías  (traumáticas, 
tóxicas,  metabólicas,  neoplásicas  . . . ). 

7.  Interrogar  con  calma  a los  padres: 

a.  ¿es  la  primera  vez  que  convulsa  el  niño? 

b.  ¿tomaba  alguna  droga  anticonvulsiva  y se  interrumpió  el  tratamiento?  (Causa  frecuente  de  convulsiones;  éstas  ocurren, 
por  lo  general,  dentro  de  las  2 primeras  semanas  después  que  se  omite  el  tratamiento). 

c.  ¿se  ha  expuesto  a algún  agente  tóxico  ( aminofilina,  antihistamínicos,  fenotiazinas,  alcanfor,  estricnina,  plomo,  etc.)? 

d.  ¿padece  de  alguna  enfermedad  crónica  en  la  que  puede  haber  convulsiones  (epilepsia  idiopática  u orgánica,  estados  hipo- 
glucemiantes,  trastornos  cardiovasculares,  renales,  etc.)? 

8.  No  olvidar  que  las  convulsiones  son  solamente  un  síntoma.  Hay  que  investigar  su  causa  y prever  su  recurrencia. 


barbitúricos  en  dosis  grandes  o que  se  desconocen.  Se  puede 
dar  por  vía  rectal,  en  enemas  a retener  (mezclado  en  partes 
iguales  con  aceite  vegetal),  a la  dosis  de  0.6  mls./kg.,  o por 
vía  I.  M.,  puro,  a la  dosis  de  0.3  mls./kg.,  sin  exceder  10  mis. 
(dosis  total)  ni  inyectar  más  de  5 mis.  en  un  solo  sitio.  Efectos 
adversos  y riesgos:  descompensación  cardíaca,  colapso  cardio- 
vascular, hemorragia  y/o  edema  agudo  pulmonar,  daño  al 
hígado  o a los  riñones,  irritación  gástrica. 

4.  Hidrato  de  doral. 

Por  vía  rectal,  mezclado  en  partes  iguales  con  so- 
lución salina  normal,  a la  dosis  de  50  mgs./kg.  No  se  exce- 
derá una  dosis  de  2 gramos.  Efectos  adversos  y riesgos:  de- 
presión miocardíaca,  toxicidad  hepática  y renal,  irritación 
gástrica. 

OTRAS  MEDIDAS  (ver  Tabla ) 

A.  Medidas  antipiréticas,  si  el  paciente  tiene  fiebre  alta. 

A este  respecto,  conviene  señalar  que  el  fenobarbi- 


tal —a  las  dosis  que  se  le  emplea  en  el  tratamiento  del  “sta- 
tus” — , ejerce  un  efecto  antipirético. 

B.  Oxígeno:  si  las  convulsiones  se  prolongan. 

C.  Líquidos  por  vía  endovenosa:  en  algunos  casos,  la 
administración  de  glucosa  al  5 porciento  en  solución  salina 
al  0.45  porciento  (salina  mitad  isotónica)  puede  ser  de  ayuda. 
Posología:  la  de  sostén  (cf.  bosquejo  terapéutico  sobre  la  re- 
hidratación  por  vía  I.  V.  del  bebé  con  gastroenteritis  aguda). 

D.  Intubación:  indicada  en  los  casos  de  hipoxia  grave,  que 
anuncian  la  cianosis  y la  disminución  en  amplitud  de  los  mo- 
vimientos respiratorios.  Estos  casos  deben  ser  atendidos 
donde  haya  recursos  para  vigilar  continuamente  al  niño,  exa- 
minar el  pH  y los  gases  de  su  sangre,  ofrecerle  respiración 
asistida.  Así  como  la  administración  de  éter,  la  intubación 
de  un  niño  en  estado  de  mal  epiléptico  es  responsabilidad 
del  anestesiólogo. 


PEGAS  QUIRURGICAS  Y CARCINOGENESIS 

Informe  Preliminar 


Jorge  0.  Just  Viera,  MD 
Gustavo  A.  Escalera,  MD 
George  H.  Yeager,  MD 


Desde  1960  se  investiga  extensamente  el  potencial 
quirúrgico  de  los  cianoacrilatos  de  alquilo.  En 
específico,  la  hemostasia  lograda  por  la  aplicación 
de  2-cianoacriIato  de  metilo  (conocido  comercialmente 
por  Eastman  910  de  Ethicon  y Ad-here  de  Borden) 
a órganos  parenqu ¡matosos  y a la  mucosa  nasal,  tanto 
en  animales  experimentales  como  en  humanos,  sirvió 
de  estímulo  para  continuar  estudios  en  este  campo  (1, 
2,  3,  4).  Es  sumamente  importante  determinar  los 
efectos  a largo  plazo  del  uso  de  estos  cementos  qui- 
rúrgicos. Nuestro  estudio  relata  los  resultados  de 
inyectar  ambos  cementos,  por  vía  subcutánea,  a ratones. 
Lo  hicimos  con  el  propósito  de  indagar  sobre  el  poten- 
cial carcinogénico  de  estas  substancias. 

Método 

Las  pegas  quirúrgicas  (Eastman  910  y Ad-here)  fueron  in- 
yectadas individualmente  en  grupos  de  ratones  con  distintos 
grados  de  susceptibilidad  a carcinogenesis.  Los  testigos  recibie- 
ron salina  normal.  Ratones  C 3H  fueron  separados  como 
el  grupo  más  susceptible  al  desarrollo  de  tumores,  ratones 
albinos  suizos  se  consideraron  intermedios  en  susceptibilidad  y 
ratones  negros  C-57  formaron  el  grupo  resistente  a carcino- 
genesis. 

Nueve  grupos  de  50  ratones  cada  uno  recibieron  0.3  mi 
de  una  de  las  pegas,  o salina,  por  vía  subcutánea.  Después 
de  seis  meses  de  observación  se  sacrificó  a los  animales  para 
examinar  minuciosamente  todos  los  órganos  parenquimatosos. 
Cortes  histológicos  del  área  inyectada,  hígado  y pulmón  se 
procesaron  con  formalina,  y luego,  con  hemotoxilina  y eo6Ína. 
Se  determinó  la  presencia  o ausencia  de  tumor  en  estos 
cortes.  Todo  animal  muerto  antes  del  plazo  de  seis  meses  fue 
examinado  de  igual  manera. 

Resultados 

Ciento  siete  ratones  inyectados  con  Borden  Ad-here 
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sobrevivieron  6 meses;  35  eran  albinos,  28  C3H  y 

44  C-57.  Ciento  diez  y seis  recibieron  Eastman  910; 
38  eran  albinos,  48  C3H  y 30  C-57.  De  los  ratones 
testigos,  114  sobrevivieron,  38  albinos,  31  C3H  y 

45  C-57. 

La  necropsia  reveló  masas  subcutáneas  en  34  ratones, 
o sea,  10  por  ciento  de  los  337  ratones  estudiados. 
Sin  embargo,  el  estudio  histológico  de  estas  áreas 
sospechosas,  y de  pulmón  e hígado,  no  reveló  sarcoma 
alguno.  Tampoco  encontramos  tumores  en  ratones 
muertos  antes  de  completarse  el  período  de  observa- 
ción. La  reacción  tisular  de  cuerpo  extraño,  descrita 
anteriormente  (2,  3),  era  evidente  en  el  área  inyectada. 

Discusión 

Prometedoras  en  el  problema  de  hemostasis,  las  pegas 
quirúrgicas  bajo  estudio  han  demostrado  ser  de  verda- 
dera, aunque  limitada,  utilidad.  Han  salvado  vidas  al 
facilitar  la  hemostasia  hepática.  Seguramente  se  apli- 
carán más  y más  a otros  problemas  clínicos.  Resulta, 
pues,  indispensable  investigar  el  potencial  carcinogé- 
nico de  estos  plásticos  (5). 

Page  y su  grupo  (6)  informaron  sobre  estudios  a 
largo  plazo  de  la  toxicidad  de  Eastman  910  en  59  ratas 
inyectadas  con  0.4  mi  de  2 cianoacrilato  de  metilo. 
La  cápsula  fibrótica  que  rodeaba  al  plástico  demostró 
cambios  sarcogénicos  en  8 animales.  Dos  de  estos 
tumores  produjeron  metástasis  pulmonares.  Masas 
subcutáneas  similares  a las  que  identificamos  en  nues- 
tros animales  ocurrieron  con  frecuencia. 

Matsumoto  y Heisterkanp  (7)  aplicaron  cianoacrilato 
de  isobutil  o n-butil  con  aerosol  al  hígado  de  perros, 
ratones  y ratas  sin  producir  tumores.  No  obstante, 
los  clásicos  estudios  de  Oppenheimer  y su  grupo  (8) 
deben  recordarse.  Demostraron  claramente  que  los 
implantes  de  plástico  son  carcinogénicos;  además,  que 
la  cápsula  que  con  el  tiempo  rodea  el  implante  es 
esencial  para  el  desarrollo  del  tumor. 

La  observación  de  que  en  nuestro  estudio  estas 
pegas  quirúrgicas  no  produjeron  tumores,  aún  en  ra- 
tones susceptibles  a carcinogenesis,  es  fuente  de  op- 
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timismo.  Nuestros  resultados  nos  alientan  a conti- 
nuar la  investigación  clínica  de  estos  cementos  qui- 
rúrgicos, especialmente  para  la  hemostasia.  Su  em- 
pleo puede  salvar  vidas.  Es  necesario  proceder  a 
estudios  adicionales,  más  extensos;  sin  ellos,  no  po- 
demos llegar  a conclusiones  definitivas  ni  recomendar 
el  uso  rutinario  de  estos  plásticos. 


Resumen 

La  inyección  de  pegas  quirúrgicas  (2-cianoacrilato 
de  metilo,  Eastman  910  y Borden  AD-here)  a ratones 
variadamente  susceptibles  a carcinogenesis,  no  produjo 
tumores,  aún  en  los  animales  de  mayor  susceptibilidad. 


Summary 

Surgical  adhesives  (2  cyanoacrylate,  Eastman  910  and 
AD-here)  inyected  in  mice  with  varying  susceptibility 
to  carcinogenesis  did  not  produce  tumor  formation 
even  in  the  most  susceptible  animals. 
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THE  LEVELS  OF  AMPUTATION  IN  THE  HAND 


Robert  E.  Carroll,  MD 


Trauma  to  the  hand  is  the  unexpected  injury 
that  is  immediately  disabling  to  the  patient  and 
potentially  the  cause  of  a long  period  of  recons- 
truction. It  accounts  for  half  of  the  industrial  ac- 
cidents and  one  third  of  those  in  the  home.  The  loss 
of  function  causes  an  immediate  and  often  prolonged 
economic  strain  on  the  patient  and  his  family.  In 
this  complicated  anatomical  area,  the  relative  degree 
of  damage  is  great  and  this  necessitates  extensive 
reconstructive  measures.  In  the  treatment  of  hand 
injuries,  the  surgeon  should  have  clearly  outlined  in 
his  mind,  the  immediate  course  of  treatment  and  the 
resultant  steps  necessary  to  return  full  function  to 
the  patient  s hand  in  the  shortest  period  of  time. 

Of  all  injuries  to  the  hand,  familiarity  with  ampu- 
tations should  be  clear  and  decisive.  Often  this 
proper  balance  and  evaluation  of  the  initial  injury 
will  save  the  patient  further  corrective  measures  and 
return  him  to  industry  with  a minimum  loss  of  time. 
The  first  operation  after  injury  may  be  the  last  one 
needed  in  the  full  recovery  of  function.  In  completing 
the  initial  operation,  the  surgeon  will  have  ample 
opportunity  to  plan  for  any  subsequent  procedure 
that  is  needed  for  care  of  the  injured  hand.  This 
in  itself  can  prevent  unwarranted  delays.  It  is  well 
known  that  the  longer  any  patient  is  delayed  in  retum- 
ning  to  full  use  of  his  hand,  the  more  difficult  the 
drive  of  rehabilitation.  To  this  end  in  the  outline 
of  initial  care,  the  level  of  amputation  in  the  hand 
is  directed. 

Initial  Evaluation 

Surgical  judgment  is  a mixture  of  experience  and 
knowledge  which  cannot  follow  a textbook  outline. 
Only  the  physician  who  initially  treats  the  injured 
hand  can  evaluate  the  potential  viability  of  the  injured 
tissues.  There  are,  however,  certain  guidelines  that 
will  be  of  help.  Skin  which  is  obviously  without 
circulation  should  not  be  used.  The  dusky  flap  of 
venous  engorgement  will  not  live.  Crushing  injuries 
will  have  resultant  edema.  The  wounds  should  not  be 


closed  until  the  swelling  is  subsiding. 

Extensive  lacerations  involving  both  the  volar  neuro- 
vascular bundles  and  the  tendons  can  be  repaired  with 
the  finger  surviving  and  functional.  Even  the  addition 
of  a fracture  of  the  phalanx  does  not  necessarily  commit 
the  finger  to  amputation.  A clean  laceration  holds  a 
better  prognosis  for  the  patients  than  a crushing 
blow.  Both  tendon  and  nerve  restoration  can  be  done 
at  a later  date  if  the  circulation  is  in  jeopardy.  Most 
digits  have  the  problem  of  amputation  solved  for  them 
by  complete  or  nearly  complete  division. 

It  is  not  practical  to  attempt  fine  suture  of  arteries 
in  the  digits  of  the  hand.  The  attempt  may  endanger 
existing  circulation.  A successful  group  of  such  repairs 
cannot  yet  be  formed.  Furthermore,  there  is  no 
evidence  to  be  found  indicating  that  a completely 
amputated  digit  can  be  restored  to  function  or  even 
viability  by  immediate  surgery  to  suture  it  back  in  place. 
The  complication  and  pain  resulting  from  such  a pro- 
cedure extend  far  beyond  the  hand  to  a most  unhappy 
patient. 

Should  there  be  indecision  in  judging  the  digit’s 
viability,  I see  no  harm  in  a conservative  approach. 
If  it  is  reasonable  to  try  to  save  a partially  devitalized 
digit,  then  the  probable  course  should  be  explained 
to  the  patient  and  carefully  watched.  There  are  times 
when  the  distal  segment  does  not  survive.  It  is  then 
that  the  patient  should  be  prepared  to  have  the  in- 
jured digit  resected  to  the  proper  level. 

The  Thumb 

As  in  no  other  digit  of  the  hand,  all  length  should  be 
carefully  preserved.  This  is  useful  in  a digit  which  has 
the  mobility  of  the  thumb.  The  longer  the  length,  the 
better  opportunity  for  pinching,  holding  and  grasping. 
As  the  level  of  the  amputated  thumb  approaches  the 
metacarpophalangeal  joint,  a functional  improvement 
and  apparent  elongation  can  be  done  by  dropping 
the  web  space  between  the  thumb  and  index  finger. 
Should  the  amputation  take  place  more  proximal 
than  the  head  of  the  metacarpal,  then  more  recons- 
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tractive  measures  must  be  planned.  These  plans,  of 
course,  must  include  pedicle  elongation  or  digital 
transposition  of  other  elements  in  the  hand.  When 
the  entire  thumb  is  removed  at  the  base  of  the  meta- 
carpal or  even  through  the  carpal  bone,  the  next  radial 
digit  can  be  shifted  to  make  a thumb.  Digital  trans- 
position or  pollicization  is  reasonable  in  the  dominant 
hand.  In  the  subdominant  hand,  careful  evaluation  of 
the  functional  need  is  required.  This  assisting  hand  can 
often  function  quite  well  with  only  the  four  palmar 
digits. 

The  Index  Finger 

This  digit  is  the  sensitive  antenna  of  the  hand.  It 
has  the  dominant  role  in  pinch  and  feel.  With  the 
middle  finger,  it  forms  the  solid  force  against  which 
the  thumb  must  pinch.  Any  scarring  or  injury  to 
the  tactile  pad  or  nerve  will  immediately  shift  the 
pinch  to  the  middle  finger.  It  does,  however,  continue 
a forceful  role  in  grasp  and  hold  even  though  forfeiting 
the  pinching  role.  Amputation  can  take  place  through 
the  distal  phalanx  proximally  down  to  the  base  of  the 
hone.  Should  only  this  segment  remain,  it  should 
he  removed  along  with  the  distal  condyles  of  the  middle 
phalanx.  This  will  give  a functionally  useful  digit. 
All  danger  of  the  regrowth  of  horn  from  the  nail 
bed  attached  to  the  proximal  portion  of  the  distal 
phalanx  will  be  removed.  This  horn  formation  is 
painful  and  the  spicules  catch  in  clothing.  Bacteria 
settle  in  the  recessed  crypts  and  form  infection. 

The  only  residual  level  of  use  is  the  functional 
proximal  interphalangeal  joint.  This  leaves  enough 
middle  phalanx  remaining  to  help  the  mobile  joint 
in  grasp.  Proximal  to  this  level,  the  stump  of  the  digit 
is  useless.  At  this  point  it  would  be  much  better  for 
the  hand  to  resect  the  stump  within  the  palm  down 
to  the  level  of  the  base  of  the  metacarpal.  This  level 
produces  a hand  that  is  comfortable  in  use  and  most 
pleasing  to  the  eye.  Leaving  a long  stump  of  the  meta- 
carpal is  painful.  In  grasp  it  presses  against  the  skin 
and  causes  pain.  Disarticulation  of  the  metacarpal 
does  not  give  any  additional  function.  Moreover,  it  is 
more  technically  difficult  and  endangers  the  adjacent 
deep  palmar  arterial  arch. 

The  Middle  Finger 

The  third  digital  ray  is  the  main  axis  of  function  in 
the  hand.  With  the  index  finger  it  forms  the  strong 
wall  of  force  against  which  the  thumb  will  act.  Its 
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immobility  gives  it  the  strength  needed  in  pinch  and 
grasp.  Loss  of  this  ray  produces  a gap  in  the  wall  of 
palmar  function  (1). 

For  levels  of  amputation,  the  same  rules  apply 
here  as  to  the  index  finger.  The  base  of  the  distal 
phalanx  should  not  be  left  as  a finished  stump.  For 
an  amputation  to  leave  a segment  of  the  proximal 
phalanx  less  than  the  full  length  is  not  compatible 
with  good  function.  Any  amputation  through  the 
metacarpal  head  or  joint  produces  a prominence  that 
is  frequently  struck.  The  adjacent  fingers  do  not  close 
the  gap  and  small  objects  fall  from  the  grip  or  holding 
use. 

When  a middle  finger  must  be  amputated  at  a level 
shorter  than  the  proximal  phalanx,  a surgeon  should 
consider  transposing  the  index  ray  over  to  replace  it. 
This  gives  a better  balance  to  the  hand.  The  mid-axis 
of  function  is  preserved.  A greater  web  between  the 
prehensile  thumb  and  the  palmar  wall  is  formed.  No 
gap  remains  in  the  holding  position.  Firm  and  useful 
grip  is  established.  This  is  relatively  simple  to  perform 
and  gives  excellent  function  (2). 

The  Ring  Finger 

This  digit  is  mobile  and  participates  in  hand  function 
by  modifying  grasp  and  hold.  Here  again  the  guidelines 
of  amputation  levels  remain  constant.  Should  it  be 
necessary  to  remove  more  than  the  proximal  inter- 
phalangeal joint,  it  would  be  better  to  resect  the  ray. 

In  a ray  resection,  the  entire  metacarpal  is  excised 
subperiosteally  and  disarticulated  from  the  hamate 
carpal  bone.  Both  the  bases  of  IV  and  V rays  have  a 
common  articulation  with  the  hamate  which  gives 
them  their  great  mobility.  The  periosteal  tube  of  the 
resected  ring  metacarpal  should  be  closed  tightly.  In 
a relatively  short  time,  the  fifth  ray  will  close  into 
the  third  ray  and  no  gap  will  remain.  it  is  never 
necessary  to  shift  a fifth  ray  to  replace  a ring  finger 
amputation.  In  fact,  such  surgical  measures  greatly 
retard  the  full  function  of  the  hand  in  its  course 
of  rehabilitation.  The  fifth  ray  has  its  own  set  of 
intrinsic  musculature  guiding  and  controlling  its  func- 
tion which  gives  it  unique  action.  To  lose  this  in  shift- 
ing it  to  the  radial  aspect  of  the  hand  is  tragic. 

The  Little  Finger 

Here  again  the  levels  of  amputation  should  be  as 
in  the  other  palmar  digits.  Do  not  leave  a segment 
containing  only  the  base  of  the  distal  phalanx.  Should 
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it  be  necessary  to  resect  more  than  the  proximal 
interphalangeal  joint,  it  would  be  much  better  to  place 
a subperiosteal  resection  of  the  metacarpal  within  the 
palm.  Leaving  the  head  of  the  fifth  metacarpal  gives 
no  useful  function.  It  contributes  to  diminution  of 
use  in  that  the  residual  prominence  is  projecting  from 
the  hand. 

In  amputating  the  fifth  metacarpal,  the  level  should 
be  at  the  flare  of  the  base  of  the  metacarpal.  An 
oblique  osteotomy  gives  a smooth,  comfortable  outline 
to  the  hand.  Should  the  metacarpal  be  transversely  re- 
sected, nature  will  in  time  smooth  off  the  edge.  There 
is  no  advantage  in  removing  this  metacarpal  by  disarti- 
culation at  the  carpometacarpal  joint. 

Frequently  the  advocates  of  a “broad  palm  for  the 
working  man  claim  that  it  is  necessary  to  have  all 
metacarpals  for  a good  grip.  This  is  a surgical  myth. 
A careful  analysis  of  500  working  men  who  have  had 
a palmar  metacarpal  resection  reveals  no  loss  of  power 
in  grip.  They  can  do  the  same  heavy  work  as  previously 
required  of  them.  Another  unanimous  statement  from 
the  patients  was  that  the  hand  function  was  just  the 
same  as  the  normal  hand.  In  fact,  they  felt  almost 
as  though  no  accident  had  taken  place. 

Conclusion 

From  this  review  of  injured  digits  in  the  hand,  a guide 


for  levels  of  amputation  is  pointed  out  to  help  the 
surgeon  of  trauma.  All  tissue  and  bone  must  be  saved 
in  the  thumb  to  preserve  a functional  length.  The 
four  palmar  digits  need  that  level  of  function  which 
is  useful.  To  amputate  at  the  base  of  the  distal 
phalanx  leaves  a bulbous  end  and  the  germinal  nail 
bed.  With  the  formation  of  nail  spicules,  a painful, 
useless  stump  occurs.  Should  it  be  necessary  to  remove 
more  than  the  proximal  interphalangeal  joint  in  a 
palmar  digit,  a full  ray  resection  should  be  anticipated. 
Only  with  loss  of  the  middle  finger  should  thought  be 
given  to  transposing  a digital  ray  to  fill  in  the  gap. 

While  the  initial  trauma  happens  with  frightening 
rapidity,  early  decision  on  a planned  basis  of  knowledge 
can  help  the  patient  immensely.  The  first  operation 
may  be  the  only  one  needed  and  early  return  to  work 
accelerated. 
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HISTOPLASMIN  SENSITIVITY  IN 
PUERTO  RICO 


Paul  M.  Cox,  Jr.,  MD 


Several  studies  have  been  performed  on  the  pre- 
valence of  positive  histoplasmin  skin  tests  in 
Puerto  Rico  (1,  2).  However,  their  populations  were 
heavily  weighted  towards  children  and  young  adults 
and/or  persons  with  known  radiographic  abnorma- 
lities. To  date,  little  data  is  available  in  the  published 
literature  on  the  prevalence  of  histoplasmin  skin  test 
positivity  in  healthy  adults  in  Puerto  Rico.  The  pre- 
sent study  is  a report  of  2,085  histoplasmin  skin 
tests  performed  on  inmates  of  various  institutions. 
It  was  conducted  in  conjunction  with  a similar  study 
on  tuberculin  positivity  carried  out  by  the  Puerto 
Rico  Task  Force  on  tuberculosis  and  published  else- 
where (3). 

Materials  and  Methods 

The  populations  studied  consisted  of  1,373  male  inmates 
of  the  Penitenciaria  Estatal  (State  Penitentiary)  in  Río  Piedras 
and  the  Institución  Adultos  Jóvenes  (Institute  for  Young  Men) 
in  Miramar;  238  male  and  297  female  patients  of  the  Hospital 
de  Siquiatría  (Commonwealth  Psychiatric  Hospital)  in  Rio 
Piedras;  and  133  inmates  of  the  Escuela  Industrial  para  Mujeres 
(Women’s  Penitentiary)  in  Vega  Alta.  The  populations  of 
these  institutions  are  derived  from  all  the  geographic  areas  of 
Puerto  Rico  and  in  general  are  lifetime  residents  of  the 
island. 

One  tenth  milliliter  of  histoplasmin  skin  test  antigen  (Lot 
H-KC  5,  1:500,  supplied  by  Ecological  Investigations  Program, 
NCDC,  Kansas  City,  Kansas)  was  injected  intradermally  into 
tire  volar  aspect  of  the  right  forearm  with  a 27-gauge  needle 
and  tuberculin  syringe.  The  reactions  were  read  at  48  hours 
by  measuring  the  largest  transverse  diameter  of  palpable  in- 
duration in  millimeters.  All  the  injections  and  readings  were 
done  by  a public  health  nurse  with  extensive  training  and 
experience  in  tuberculin  skin  testing. 

Results 

The  number  of  individuals  tested  and  the  prevalence 
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of  positive  reactions  to  histoplasmin  by  institution  and 
sex  are  shown  in  Table  I.  The  prevalence  ranges  from 
a low  of  10  percent  among  female  patients  in  the  psy- 
chiatric hospital  to  27  percent  in  the  male  residents  of 
the  penitentiary. 

The  prevalence  in  the  psychiatric  hospital  is  16 
percent  compared  to  24  percent  in  the  penitentiaries. 
It  is  unlikely  that  this  difference  occurred  by  chance 
(X2  = 25.2,  P < 0.001).  Similarly  the  prevalence  for 
all  females  is  13  percent  compared  to  26  percent  for 
all  males.  (X2  = 32.4  P < 0.001).  There  is  a significant 
difference  between  the  prevalence  for  females  in  the 
psychiatric  hospital  and  males  at  the  same  institution 
(P  < 0.001). 

The  difference  between  the  prevalence  among  males 
at  the  penitentiaries  and  at  the  Psychiatric  Hospital  and 
the  difference  between  the  prevalence  among  males 
and  females  at  the  penitentiaries,  although  substantial, 
could  have  occurred  by  chance  with  a probability 
greater  than  0.05. 

The  age  distribution  of  the  prevalence  for  the  males 
tested  is  shown  in  Table  2.  The  prevalence  is  14  percent 
for  15-19  year  olds,  rises  to  23  percent  for  the  20-24 
age  group,  and  rises  still  further  to  32  percent  for  the 
25-29  year  age  group.  It  remains  relatively  constant 
near  30  percent  for  each  decade  above  30.  For  the 
age  group  15-24,  the  prevalence  is  20  percent  compared 
to  30  percent  for  the  age  group  above  25.  The  proba- 
bility that  this  difference  occurred  by  chance  is  less 
than  0.001  (X2  = 14.47). 

Table  3 shows  the  percentage  of  positive  reactors 
by  age  of  the  females  tested.  As  can  be  seen,  the  per- 
centages increase  steadily  for  each  decade  from  20  to 
60  and  then  decrease  abruptly  for  the  age  group  above 
60.  However,  the  confidence  limits  (Binomial  distribu- 
tion) around  these  numbers  do  not  allow  the  conclusion 
that  there  is  a real  increase  in  prevalence  from  age  20  to 
60.  Statistical  analysis  does  suggest  that  the  skin  test 
positivity  ratio  is  significantly  lower  in  the  over  60  age 
group  (X2  = 4.8,  P 0.05). 

There  is  also  a marked  difference  in  the  positivity 
ratio  between  the  inmates  of  the  Women’s  Penitentiary 
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TABLE  I:  HISTOPLASMIN  SENSITIVITY  AMONG  INMATES  OF  FOUR 
INSTITUTIONS  IN  PUERTO  RICO,  1969 

TOTAL  TESTED  POSITIVE 

MALE  FEMALE 


Institution 

Male 

Female 

Number 

Percent 

Number 

Percent 

Penitenciaría  Estatal 
and 

Institución  Adultos  Jóvenes 

1373 

0 

372 

27 

■ 

- 

Hospital  de  Siquiatría 

238 

297 

33 

22 

31 

10 

Escuela  Industrial  para  Mujeres 

0 

133 

- 

- 

26 

20 

Total 

1611 

430 

425 

26 

57 

13 

TABLE  II:  HISTOPLASMIN  PREVALENCE 
AMONG  MALES  BY  AGE,  PUERTO  RICO, 
1969 


Positive 


Age 

Total  Tested 

Number 

Percent 

10-14  * 

2 

0 

0 

15-19* 

187 

26 

14 

20-24* 

445 

102 

23 

25-29  * 

271 

87 

32 

30-39 

332 

97 

29 

40-49 

164 

52 

32 

50-59 

78 

22 

28 

60  + 

24 

6 

25 

Unknown 

108 

33 

31 

Total 

1611 

425 

26 

* Note  five  year  interval. 

TABLE 

III:  HISTOPLASMIN  PREVALENCE 

AMONG  FEMALES  BY  AGE,  PUERTO  RICO, 

1969 

Positive 

Age 

Total  Tested 

Number 

Percent 

10-19 

11 

3 

27 

20-29 

117 

12 

10 

30-39 

102 

15 

15 

40-49 

75 

13 

17 

50-59 

46 

8 

17 

60  + 

68 

3 

4 

Unknown 

11 

3 

27 

Total 

430 

57 

13 

(20  percent)  and  the  female  patients  of  the  Psychiatric 
Hospital  (10  percent)  (X2  = 6.6,  0.01  > P > 0.001). 
One  contribution  to  this  difference  is  that  all  but 
three  of  the  68  women  over  60  (Tabled)  are  from  the 
hospital.  Also,  none  of  46  hospitalized  females  in  the 
20-29  age  group  had  a positive  skin  test,  compared  to 
12  positive  among  71  females  in  the  same  age  group 
at  the  Women’s  Penitentiary.  The  prevalence  was 
comparable  for  all  other  age  groups  in  the  two  ins- 
titutions. The  probability  of  selecting  46  negative 
persons  randomly  from  a group  with  an  overall  pre- 
valence of  10  percent  would  be  (0.9)  46  = 0.006. 

Figure  1 gives  the  frequency  distribution  for  the 
reactions  in  2 millimeter  increments  for  both  males 
and  females.  There  are  only  two  males  who  had 
reactions  of  3-4  mm  induration.  The  frequency 
rises  quickly  to  peak  at  11-12  mm,  and  decreases 
more  slowly  through  the  higher  reaction  sizes.  Al- 
though the  numbers  are  much  smaller,  the  same  pat- 
tern is  apparent  in  the  frequency  distribution  of  the 
reaction  sizes  among  the  females  tested.  The  curve 
is  slightly  displaced  to  the  left  for  the  females,  but 
there  is  insufficient  data  to  determine  if  there  is  a 
significant  difference  in  the  distribution  between  males 
and  females. 

Discussion 

The  presence  of  histoplasmosis  in  Puerto  Rico  has 
been  well  established  in  previous  publications  (1,  2,  4, 
5,  6,  7).  However,  the  magnitude  of  the  problem 
which  this  disease  is  causing  in  Puerto  Rico  has  not 
been  well  established.  Suarez  reported  a prevalence 
of  12.7  percent  positive  reactors  to  the  histoplasmin 
skin  test  in  1951  (1),  but  it  was  not  until  1960  that 
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Fig.  1:  Sensitivity-  to  Histoplasmin  in  Puerto  Rico.  Fre- 
quency distribution  of  Histoplasmin  skin  test  reaction. 


the  first  clinical  case  of  histoplasmosis  was  recorded 
from  Puerto  Rico  (5).  The  first  fatality  due  to  histo- 
plasmosis was  reported  in  1963  (6).  In  1964  Sifontes 
et  al  reported  an  outbreak  of  acute  histoplasmosis 
traced  to  the  Aguas  Buenas  caves.  In  the  same  com- 
munication they  reported  skin  test  data  that  suggested 
the  prevalence  in  young  adults  would  be  approximately 
30  percent.  The  same  report  suggested  that  histoplas- 
mosis is  a focal  disease  in  Puerto  Rico  — prevalence 
ranging  from  0 to  70  percent  in  two  different  class- 
rooms of  separate  schools  in  the  municipality  of  Maya- 
giiez  (2).  In  1964  de  Jesús  et  ai  reported  three  more 
cases  of  acute  histoplasmosis  from  the  same  Aguas 
Buenas  caves  (7). 

Studies  in  other  tropical  areas,  notably  Guatemala 
(8),  Panama  and  the  ( .anal  Zone  (9,  10),  Thailand  (11), 
Mali  (12)  and  Africa  and  Southeast  Asia  (13),  indicate 
a wide  range  of  prevalence  for  histoplasmosis.  Other 
studies  in  the  United  States  (14,  15,  16)  also  demons- 
trate the  focal  nature  of  this  disease. 

Our  data  is  not  strictly  comparable  to  the  data  in 
tlie  papers  cited  above  because  our  data  is  derived 
exclusively  from  an  adult  population.  However,  in 
i general  it  can  be  seen  that  the  overall  prevalence  in 
adults  in  Puerto  Rico  is  about  20  percent,  which  is 
lower  than  that  of  Central  America  (8,  10)  and  the 
midwestem  United  States  (15)  hut -higher  than  that 
of  parts  of  the  continental  United  States  and  much  of 
Africa  and  Asia  (1 1,  13). 


Our  figures  of  26  percent  males  and  13  percent 
females  positive  appear  significantly  different  from 
Suarez’s  results  of  14.3  percent  and  10.0  percent 
for  males  and  females,  respectively.  However,  70 
percent  of  his  population  was  under  20  years  of  age, 
and  this  group  had  a prevalence  of  less  than  10  per- 
cent. His  values  of  22.4  percent  and  27.0  percent 
for  the  21-28  age  group  and  29-44  age  group  are 
not  markedly  different  than  our  rates  for  similar 
age  groups.  He  found  a rather  inexplicably  low 
prevalence  of  2.0  percent  in  the  45-59  age  group  and 
1.9  percent  in  the  60-65  age  group.  Our  results  do 
not  agree  with  his  except  in  the  female  age  group 
over  60  years.  Although  it  has  been  suggested  that 
the  skin  test  positivity  tends  to  wane  in  the  popu- 
lation over  60,  the  dramatic  difference  seen  in  the 
two  groups  under  discussion  probably  is  due  to  the 
fact  that  the  populations  were  drawn  more  from  the 
greater  San  Juan  area,  which  has  a low  prevalence 
of  histoplasmosis  (2,  17).  This  certainly  is  true  for 
our  population  of  elderly  females  in  the  psychiatric 
hospital  and  may  well  have  been  for  Suarez  s older 
population.  Thus,  a sampling  bias  seems  more  likely 
than  a large  biological  difference  in  the  older  population 
as  an  explanation  for  these  differences.  However,  the 
latter  may  have  a contributing  effect  of  undetermined 
magnitude. 

Analysis  of  prevalence  by  age  groups  indicates  that 
in  the  population  studied  males  continue  to  become 
infected  until  around  age  30.  Presumably,  nearly  all 
the  persons  exposed  to  H.  capsuiatum  will  have  become 
infected  by  this  age,  and  the  number  of  newly  exposed 
persons  by  reason  of  change  in  occupation  or  residence 
is  negligible.  The  other  available  data  for  Puerto  Rico 
cited  above  is  consistent  with  this  interpretation.  Mi- 
gration, if  it  does  occur,  tends  to  be  to  either  the  San 
Juan  or  New  York  City  metropolitan  areas,  both  areas 
of  very  low  incidence.  Thus,  any  change  in  residence 
which  does  occur  would  tend  to  lower  the  risk  of  ex- 
posure to  the  fungus. 

The  difference  between  males  and  females  in  our 
study  was  also  found  by  Suarez,  although  to  a less 
striking  degree.  Social  factors  in  Puerto  Rico  are  such 
that  in  general  women  have  considerably  less  exposure 
to  caves,  pigeons,  chickens  (pigeon-raising  and  cock- 
fighting  being  almost  exclusively  male  avocations),  and 
general  fanning.  This  may  well  explain  the  difference 
in  prevalence  between  males  and  females.  The  striking 
absence  of  positives  among  the  20-29  year-old  female 
patients  in  the  psychiatric  hospital  is  not  readily 
explained.  It  is  very  unlikely  that  this  is  the  result 
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of  a technical  error.  This  group  was  done  on  the 
same  day  and  with  the  same  antigen  and  personnel 
as  the  remainder  of  the  psychiatric  hospital  and  the 
skin  tests  were  not  done  in  any  order  related  to  age. 
Undoubtedly,  several  factors  including  age  and  re- 
sidence and  work  histories  are  responsible  for  a lack 
of  exposure  to  H.  capsulatum. 

The  frequency  distribution  of  the  reactions  according 
to  size  is  striking  for  its  close  approximation  to  a normal 
curve  around  a mean  of  11-12  mm.  I he  virtual  lack 
of  any  reactions  between  1-4  mm  is  very  suggestive 
that  the  antigen  used  is  quite  specific  for  the  strain 
of  histoplasmosis  found  in  Puerto  Rico  and  that  there 
is  very  little  cross  reaction  of  this  antigen  with  other 
organisms  to  which  this  population  may  have  been 
exposed.  This  is  in  contrast  to  results  which  we  have 
obtained  in  other  populations  in  Puerto  Rico,  where 
evidence  of  cross-reaction  was  obtained  (17).  Careful 
studies  into  the  antigenic  structure  of  organisms  iso- 
lated from  clinical  cases  of  histoplasmosis  in  Puerto 
Ricans  are  indicated  to  explain  this  discrepancy. 

This  study  gives  an  overall  prevalence  for  histo- 
plasmin  skin  tests  reactivity  among  a population 
of  adult  Puerto  Ricans.  However,  there  is  evidence 
(2)  that  histoplasmosis  in  Puerto  Rico,  as  in  other 
areas,  can  he  a very  focal  disease.  Also,  it  is  apparent 
that  significant  outbreaks  of  histoplasmosis  can  occur 
even  in  areas  of  low  endemicity  (18).  Therefore, 
even  within  the  relatively  small  geographic  area  of 
Puerto  Rico,  the  hazard  of  infection  with  H.  capsulatum 
may  vary  greatly  from  that  suggested  by  a prevalence 
of  20  percent  among  adults.  More  importantly,  the 
prevalence  of  skin  test  reactivity  to  histoplasmin  does 
not  indicate  the  prevalence  of  clinical  disease  due  to 
histoplasmosis.  In  fact,  the  number  of  cases  of  chronic 
cavitary  histoplasmosis  and  disseminated  histoplasmosis 
known  to  have  occurred  in  Puerto  Rico  are  much  less 
than  would  be  expected  if  the  rate  of  these  two  clinical 
entities  to  skin  test  prevalence  were  the  same  as  in  the 
continental  United  States  (19). 


Summary 

The  purpose  of  this  study  was  to  determine  the 
prevalence  of  histoplasmin  sensitivity  among  adults 
in  Puerto  Rico.  Histoplasmin  skin  tests  were  performed 
on  1,611  adult  male  and  430  female  inmates  of  four 
institutions  in  Puerto  Rico,  giving  an  overall  prevalence 
of  22  percent.  Twenty-six  percent  of  the  males  and 
13  percent  of  the  females  had  positive  tests.  The 


ratio  was  significantly  lower  in  men  under  24  years  of 
age  than  in  men  over  24;  however,  after  age  30  there 
was  no  significant  increase  in  prevalence  ratio  for  either 
males  or  females.  There  was  a significantly  lower  pre- 
valence among  women  over  60.  The  frequency  distri- 
bution of  reaction  sizes  showed  very  few  results  from 
1 to  6 mm  of  induration  indicating  that  there  was 
little  cross  reaction  to  the  histoplasmin  among  this 
population.  These  results  indicate  that  histoplasmin 
sensitivity  is  less  prevalent  in  Puerto  Rico  than  in  the 
highly  endemic  areas  of  Central  America  and  the  mid- 
western  United  States,  but  more  prevalent  than  in 
most  other  areas  in  which  it  has  been  measured. 

Resumen 

El  propósito  de  este  estudio  fue  el  de  determinar 
la  prevalencia  entre  personas  adultas  en  Puerto  Rico 
por  medio  de  sensitividad  de  éstas  a la  histoplasmina. 
Se  le  hizo  la  prueba  cutánea  a un  total  de  1,611 
adultos  del  sexo  masculino  y a 430  del  sexo  femenino. 
Estas  personas,  residentes  de  o asilados  en  cuatro 
instituciones  en  Puerto  Rico,  dieron  como  resultado 
una  prevalencia  general  para  ambos  sexos  de  22  por- 
ciento. Veintiséis  porciento  de  los  varones  y 13  por- 
ciento de  las  hembras  dieron  pruebas  positivas.  Ua  tasa 
de  positividad  fue  significativamente  menor  en  los 
varones  menores  de  24  años  que  en  aquellos  mayores 
de  esa  edad;  sin  embargo,  luego  de  los  30  años  de  edad 
no  se  observó  un  aumento  significativo  en  la  tasa  de 
prevalencia  tanto  en  los  varones  como  en  las  hembras. 
Las  hembras  de  60  años  o más  tuvieron  una  prevalencia 
significativamente  más  baja  que  los  demás  grupos  estu- 
diados. La  frequencia  de  distribución  de  los  tamaños 
de  las  reacciones  demostró  muy  pocos  resultados  entre 
1 y 6 milímetros  de  induración  lo  cual  indica  que  hubo 
poca  interreacción  a la  histoplasmina  entre  esta  pobla- 
ción. Estos  resultados  indican  que  la  sensitividad  a la 
histoplasmina  es  menos  prevalente  en  Puerto  Rico  que 
en  áreas  altamente  endémicas  de  América  Central  y el 
medio  oeste  de  los  Estados  Unidos,  pero  más  prevalente 
que  en  la  mayoría  de  otras  áreas  en  las  cuales  esta  sensi- 
tividad  ha  sido  medida. 
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CARTA  A LA  REDACCION 


Todos  los  años  observamos  la  Semana  Santa  y sería 
provechoso  intentar  vivir  nuevamente  aquella  realidad 
que  ocurrió  hace  dos  mil  años.  Anualmente  millares 
de  personas  visitan  la  Catedral  de  Turin,  especialmente 
durante  estos  días  religiosos.  Tal  vez  sea  por  la  impor- 
tancia que  ha  adquirido  desde  1931  debido  a sorpren- 
dentes datos  encontrados  en  las  fotografías  tomadas  al 
Santo  Sudario,  el  cual  se  guarda  en  la  Catedral  de 
Turin. 

¿Qué  es  el  Santo  Sudario?  Se  cree  son  las  sábanas 
que  envolvieron  el  cuerpo  de  Jesús  al  darle  sepultura, 
aunque  el  Vaticano  no  lo  ha  aceptado  como  tal,  y 
está  todavía  bajo  estudio  si  es  o no  la  tela  usada 
para  envolver  el  cuerpo  de  Jesús. 

La  Pasión  y Muerte  es,  especialmente  para  un 
médico  cristiano  algo  apasionante,  de  inquietud  y de 
meditación  al  mismo  tiempo.  Amerita  hacer  un 
estudio  de  los  aspectos  médicos  de  la  Pasión  y Muerte 
de  Jesús. 

Datos  recopilados  de  aquí  y de  allá  sobre  los  estudios 
realizados  por  científicos,  teólogos,  historiadores,  filó- 
sofos, arqueólogos  y arquitectos  del  Santo  Sudario 
vienen  a aclarar  ciertas  dudas  y a reafirmar,  en  mi 
opinión,  todo  lo  ocurrido  en  la  Pasión  y Muerte. 

£.stá  bien  documentado  que  un  hombre  por  llamarse 
Tijo  de  Dios  fue  sentenciado  a morir  en  la  cruz  y 
murió  crucificado  en  el  Gólgota.  Se  acepta  que  murió 
en  el  mes  de  abril,  30  años  después  de  Cristo.  Que  es 
posible  trazar  los  pasos  en  la  última  hora  de  su  muerte 
a poca  distancia  al  norte  de  las  murallas  de  Jerusalem. 
Que  después  de  la  Santa  Cena  se  dirigió  al  Huerto  de 
Getsemaní.  Que  allí  en  el  Huerto  es  que  empiezan 
ios  sufrimientos  de  la  Pasión  y es  donde  se  observa  el 
sudor  de  sangre.  Cuando  San  Lucas  nos  dice  en  el 
Evangelio  “su  sudor  vino  a ser  como  gotas  de  sangre 
que  caían  sobre  la  tierra”  no  se  conocía  nada  con  rela- 
ción a la  circulación  sanguínea  y por  ende  qué  eran 
los  glóbulos  rojos.  Ese  fenómeno  es  poco  frecuente 
pero  científicamente  ha  ocurrido  y se  puede  explicar 
en  un  ser  humano  en  estado  de  sufrimiento,  de  angustia, 
de  dolores  físicos  y morales.  La  sangre  no  sale  por 
rotura  de  la  piel,  ni  del  epitelio  que  recubre  el  interior 


(Nota:  Aunque  esta  carta  estaba  programada  para  pu- 
blicación en  la  edición  de  marzo  1970,  por  causas  ajenas 
a nuestra  voluntad  no  fue  posible  su  publicación  en  la 
edición  antes  mencionada). 


de  las  glándulas  sudoríparas,  sino  por  “vis  a tergo”,  em- 
pujada por  las  pulsaciones  o empuje  de  los  ventrículos 
acelerados  ocasionando  el  aumento  de  la  circulación 
y así  se  extravasa  por  el  mecanismo  conocido  por  dia- 
pédesis.  La  sangre,  pues,  por  presión  intracapilar  pasó 
a las  glándulas  sudoríparas  y así  a la  piel  y sudó  sangre. 

En  el  Huerto  de  los  Olivos  es  apresado,  luego  es 
juzgado  y sentenciado  a muerte.  Llevado  ante  Pilato, 
el  Evangelio  describe  la  flagelación,  la  corona  de  espinas 
y la  sentencia.  Con  su  cruz  en  la  espalda  va  camino  del 
Gólgota,  donde  es  crucificado  y murió  como  a las  3 
de  la  tarde. 

Ante  este  escenario  de  la  muerte,  José  de  Arimatea 
se  dirige  a Pilato  con  valentía  para  pedirle  el  cuerpo  de 
Jesiís.  Ese  gesto  noble  y generoso  de  José  de  Arimatea, 
de  envolver  el  cadáver  para  sepultarlo,  en  una  tela  de 
lino,  nos  legó  el  material  para  este  estudio  científico. 

La  tela  usada  conocida  ahora  como  el  Santo  Sudario 
grabó  las  huellas  del  cuerpo  de  Jesús  tan  claramente 
que  por  fotografías  y reproducciones  hoy  en  día 
podemos  apreciar  la  verdadera  imagen  y huellas  dejadas 
por  el  cuerpo  muerto  de  Jesús.  Esta  sábana  o Santo 
Sudario  se  conserva  en  la  Catedral  de  Turin  y es  objeto 
de  intensísimos  estudios  científicos.  En  la  sábana  se 
observa  la  parte  frontal  y el  dorso  de  un  cuerpo  humano, 
y la  tela  mide  10  metros  de  largo  por  4 1/2  de  ancho. 

Las  huellas  dejadas  en  el  Santo  Sudario  sin  lugar  a 
dudas  corresponden  a un  hombre  de  71”  de  estatura 
y de  aproximadamente  170  lbs.  Se  observan  lesiones 
diferentes  y manchas  de  sangre  que  se  pueden  dividir 
en  cinco  grupos: 

1.  las  heridas  de  la  cabeza 

2.  las  marcas  de  los  latigazos 

3.  herida  del  costado 

4.  heridas  de  los  clavos  en  las  muñecas 

5.  y en  los  píes. 

Las  heridas  que  rodean  la  cabeza,  en  forma  circular, 
huellas  de  sangre  como  en  puntos,  son  típicas  de  que 
fueron  producidas  por  una  corona  de  espinas.  Las 
espinas  atravesaron  la  piel  y tejido  subcutáneo  y 
tenían  aproximadamente  una  pulgada  de  largo.  La 
corona  de  espinas  penetró  esta  región  de  la  cabeza 
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tan  vascular  con  fuerza  dejando  claramente  sus  huellas. 
En  la  cara,  en  el  lado  derecho,  se  observa  una  infla- 
mación de  la  región  molar  y sugiere  que  el  ojo 
derecho  apenas  podía  estar  abierto.  En  la  punta 
de  la  nariz  hay  laceraciones  producidas  quizás  en 
algunas  de  las  caídas.  Se  observa  la  boca  entre- 
abierta. El  corto  espacio  observado  a los  lados  de 
la  cara  y el  pequeño  espacio  entre  los  cabellos  y la 
cara,  se  explica  por  la  costumbre  de  sujetar  el  mentón 
con  un  pedazo  de  tela  para  evitar  la  caída  de  la  man- 
díbula. 

Las  heridas  de  la  espalda  pasan  de  80,  y se  extienden 
desde  los  hombros  hasta  los  muslos,  lo  cual  indica 
que  al  flagelarlo,  los  brazos  estaban  extendidos  por 
encima  de  la  cabeza  y el  dorso  sobresalía  hacia  afuera. 
Las  huellas  de  las  heridas  de  la  espalda  son  producidas 
por  un  látigo  o flagelo,  y dan  la  impresión  que  había 
dos  personas  flagelándolo  o que  la  persona  que  lo  hacía 
cambiaba  de  posición,  de  derecha  a izquierda. 

De  otras  lesiones  al  dorso,  tenemos  la  impresión  que 
llevó  la  cruz  en  el  hombro  derecho.  Que  llevara  la 
cruz  en  un  solo  hombro  es  dudoso,  ya  que  aparecen 
lesiones  parecidas  en  la  región  supra  escapular  derecha 
e izquierda. 

Hubo  una  herida  de  lanza  en  el  costado  derecho  des- 
pués que  había  muerto  Jesús.  No  hay  lugar  a duda  que 
fue  líquido  mezclado  con  sangre.  El  Dr.  Barbet  alega 
que  la  lanza  penetró  un  espacio  intercostal  derecho, 
atravesó  parte  del  pulmón  derecho  y llegó  hasta  la 
aurícula  derecha,  Huyéndole  sangre  de  la  aurícula  por 
su  propio  peso.  Juan  nos  dice  que  salió  sangre  y agua. 
El  Dr.  A.  F.  Sava  ha  presentado  la  posibilidad  de  un 
hidrohemotorax  causado  por  trauma  y por  la  posición 
del  cuerpo  en  la  cruz  antes  de  su  muerte.  Todavía 
está  bajo  estudio  si  lo  primero  que  salió  por  la  herida 
fue  agua  o sangre. 

Con  relación  a las  huellas  de  las  muñecas,  desde  el 
punto  de  vista  científico,  hay  que  aclarar  ciertas  ideas 
equivocadas  que  teníamos.  No  es  posible  que  fuera 
clavado  en  la  palma  de  la  mano.  De  acuerdo  con  la 
experiencia  personal  que  obtuvo  el  Dr.  Bucklin  de  sus- 
penderse por  algún  momento  en  una  cruz,  refiere  que 
el  dolor  es  intenso  y que  el  espasmo  muscular  sufrido 
por  los  músculos  deltoideo  y pectorales  dificulta  los 
movimientos  respiratorios  inmediatamente. 

En  las  huellas  de  las  manos  aparecen  4 dedos  sola- 
mente; el  hecho  de  no  aparecer  el  dedo  pulgar  tiene 
su  explicación.  En  el  Santo  Sudario  notamos  que  la 
mano  izquierda  se  cruza  a nivel  de  la  muñeca  sobre 
la  derecha;  por  eso  en  la  muñeca  izquierda  aparecen 
huell  as  de  sangre  correspondientes  a la  marca  de  un 


clavo  y no  aparecen  en  la  palma  de  la  mano.  Esto  se 
comprueba  porque  la  distancia  de  la  punta  de  los  dedos 
a donde  aparece  la  huella  en  la  muñeca  es  mucho  mayor 
que  si  fuera  a la  palma  de  la  mano.  Dr.  Barbet  llevó  a 
cabo  un  experimento  donde  prueba  que  es  imposible 
sostener  un  peso  de  170  lbs.  con  un  clavo  atravesado 
en  la  palma  de  la  mano  sin  desgarrarse  el  poco  tejido 
de  la  mano.  El  hecho  que  no  aparezca  el  dedo  pulgar 
se  cree  sea  que  al  pasar  el  clavo  por  la  muñeca  lesionó 
el  nervio  mediano  lo  cual  ocasionó  que  el  dedo  se 
flexionara  sobre  la  palma  de  la  mano. 

Las  lesiones  observadas  en  las  extremidades  inferio- 
res están  bien  claras.  Las  huellas  del  pie  derecho, 
tanto  la  del  talón  como  los  dedos,  están  bien  dibu- 
jadas, observándose  un  halo  en  el  centro  con  un  punto, 
correspondiente  al  clavo.  La  huella  dejada  por  la 
pierna  izquierda  se  aprecia  menos  debido  a que  des- 
cansaba sobre  la  pierna  derecha  y una  pequeña 
flexión  de  la  pierna  a nivel  de  la  rodilla,  forzada 
por  el  peso  del  cuerpo  en  el  momento  de  morir, 
explica  que  no  aparezca  bien  la  huella  de  la  pierna 
izquierda.  Una  sola  huella  se  observa  en  el  pie 
izquierdo  y una  mancha  intensa  de  sangre  en  la 
región  plantar  del  pie  derecho,  por  la  presión  que 
hacía  el  pie  izquierdo  sobre  el  derecho. 

De  acuerdo  con  los  Evangelios  y la  historia,  estas 
huellas  que  aparecen  en  el  Santo  Sudario  corresponden 
al  cadáver  de  Jesús.  Lo  que  no  se  explican  muchos  cien- 
tíficos es  cómo  es  posible  que  todavía  perduren  con 
tanta  -claridad  estas  huellas. 

Rafael  Guerrero,  MD 
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EDITORIAL 


NUEVOS  HORIZONTES  PARA  LOS  SERVICIOS  DE  SALUD  EN  LA 
DECADA  DEL  SETENTA 


A pesar  de  grandes  dificultades  económicas  y escasez  de  recursos  humanos  Puerto  Rico  ha  de- 
mostrado a través  de  siglos  y décadas,  interés  genuino  en  resolver  su  problemática  de  salud.  Nuestra 
historia  registra  en  el  1508,  y por  orden  del  Rey  de  España,  el  nombramiento  de  la  primera  persona 
responsable  por  la  atención  médica  de  los  colonizadores  de  nuestra  Isla,  distinguiéndose  así  al  mé- 
dico español  Gaspar  Villalbas.  Apenas  un  siglo  más  tarde,  en  1615,  se  fundó  el  primer  hospital 
en  Puerto  Rico,  siendo  éste  de  naturaleza  militar.  Los  gobernantes  instituyen  en  el  1818  la  primera 
Junta  de  Sanidad,  reconociendo  así  la  necesidad  de  ofrecer  servicios  médicos  hospitalarios  y de  la 
gran  importancia  de  la  gestión  de  la  salud  pública.  La  Junta  es  ordenada  por  el  Ayuntamiento  a 
responsabilizarse  de  ofrecer  cama,  alimentos  y medicina  a los  enfermos  y de  velar  por  la  salud  pú- 
blica de  la  Isla.  Para  el  año  1900  se  constituye  la  Junta  Superior  de  Sanidad,  compuesta  por  el 
Comisionado  del  Interior,  Comisionado  de  Instrucción  Pública,  dos  médicos  y un  farmacéutico, 
creándose  así  la  beneficiencia  pública  al  nivel  de  los  gobiernos  municipales.  No  fue  hasta  el  1911 
que  se  le  legisló  y se  creó  un  departamento  de  salud  al  nivel  del  gobierno  central,  y en  el  1917 
el  Acta  Orgánica  Jones,  provee  para  que  el  servicio  de  sanidad  se  constituya  en  un  departamento 
del  gobierno,  asumiendo  el  Comisionado  de  Sanidad  toda  la  responsabilidad  de  la  salud  pública, 
sanidad  y beneficencia,  excepto  en  materia  de  cuarentena  marítima.  En  el  1926  se  establece  la 
primera  unidad  de  salud  pública  y para  el  año  1938  cada  municipio  recibe  el  beneficio  de  una  de 
estas  unidades  orientada  hacia  la  medicina  preventiva. 

A pesar  de  todos  los  esfuerzos  realizados  por  nuestros  antecesores,  encontramos  que  todavía 
en  el  año  1935,  se  clasificaba  Puerto  Rico  entre  los  países  de  peor  salud  en  el  mundo.  Las  tasas 
de  mortalidad  general,  mortalidad  infantil  y morbilidad  debida  a enfermedades  infecciosas,  donde 
se  refleja  la  salud  de  un  pueblo,  eran  de  las  más  altas.  Los  recursos  existentes' para  afrontar  los 
problemas  eran  mínimos;  basta  con  un  ejemplo:  teníamos  un  médico  por  cada  3,500  habitantes. 
A pesar  de  todas  estas  limitaciones,  los  dedicados  hombres  y mujeres  con  imaginación,  energías  e 
inteligencia  a disposición  de  Puerto  Rico,  supieron  afrontar  el  problema  de  salud  estratégicamente 
y lograron  concentrar  las  fuerzas  disponibles  para  el  problema  más  importante  que  más  nos  con- 
cernía: el  control  de  las  enfermedades  transmisibles.  Diseñaron  métodos  adaptados  a nuestros 
medios  y de  acuerdo  con  nuestros  recursos,  aprovechando  sin  pérdida  de  tiempo  los  nuevos  cono- 
cimientos tecnológicos  a medida  que  surgían.  Sus  grandes  esfuerzos  se  vieron  culminados  con  éxito 
al  lograr  vencer  las  enfermedades  transmisibles;  éstas  dejaron  de  ser  nuestro  principal  problema  de 
salud  y permitió  que  todas  las  energías  se  canalizaran  hacia  otras  necesidades.  En  la  década  del 
treinta  se  atacó  otro  gran  problema  de  salud:  la  necesidad  imperiosa  de  crear  facilidades  médico- 
hospitalarias  se  establecieron  en  la  mayoría  de  los  pueblos  de  la  Isla  los  centros  de  salud,  puestos 
de  avanzada  en  la  lucha  por  la  salud  del  pueblo. 

Así  las  cosas,  llegó  la  década  del  cincuenta.  Si  bien  la  salud  del  pueblo  había  mejorado  con- 
siderablemente, todavía  los  parametros  universales  de  salud  eran  alarmantes.  La  tasa  de  mortalidad 
infantil,  de  68.3  por  cada  1,000  nacidos  vivos;  la  de  mortalidad  general,  de  10.0  por  cada  1,000 
habitantes,  la  de  natalidad  (nacimientos),  de  38.5  por  cada  1,000  habitantes,  daban  motivo  de 
preocupación.  Agravaba  la  situación  la  incapacidad  de  la  mayoría  para  pagar  los  servicios  de  salud, 
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por  lo  cual  recurrían  al  gobierno  en  busca  de  estos  servicios.  La  carga  económica  que  conlleva 
esta  responsabilidad , resultó  extrema  para  los  municipios.  Se  hizo  evidente  entonces  y se  ha  com- 
probado durante  los  años  subsiguientes,  que  si  el  progreso  en  la  lucha  por  mejorar  la  salud  de  nues- 
tro pueblo  continuaría,  era  necesaria  la  participación  activa  del  gobierno  central  en  la  ingerencia 
y responsabilidad  en  la  prestación  de  servicios  médicos  asistenciales.  Respondiendo  a legítimas 
necesidades,  se  implantó  en  nuestra  Isla  el  concepto  básico  en  que  hoy  día  se  funda  la  medicina 
gubernamental:  el  sistema  de  la  regionalización  de  los  servicios  médicos.  Este  concepto  es  la  base 
de  nuestras  esperanzas  para  encontrar  alivio  y solución  a los  problemas  que  hoy  nos  confrontan. 
Nuestra  problemática  de  salud  exige  utilización  máxima  de  nuestros  limitados  servicios  fiscales 
y nuestros  limitados  recursos  médicos  y paramédicos,  y hace  imperativo  el  uso  de  esa  modalidad, 
como  el  sistema  vertebral  que  aunara  los  diferentes  proveedores  de  servicios  médicos,  privados  y 
gubernamentales,  en  un  sistema  de  salud  comprensivo,  con  énfasis  en  la  prevención  de  la  enfermedad, 
educación  en  salud  y rehabilitación  del  enfermo  y del  impedido  y sirviendo  a toda  la  población 
de  Puerto  Rico  en  vez  de  solo  a la  clase  indigente,  como  hasta  recientemente  había  hecho. 

Nuestro  gobierno  reconoce  el  derecho  de  nuestros  ciudadanos:  el  de  gozar  las  más  altas  normas 
de  salud  posibles  sin  distinción  social,  de  creencia  política  o situación  económica.  El  pleno  goce 
de  este  derecho  es  base  esencial  de  la  dignidad  humana,  individual  y familiar  y del  bienestar  socio- 
económico del  puertorriqueño.  Sobre  la  salud  de  nuestros  ciudadanos  descansan  las  esperanzas 
de  fortaleza,  progreso  y porvenir  de  nuestro  pueblo.  La  solución  a las  demandas  y necesidades 
de  salud  de  nuestros  ciudadanos,  solo  podrá  lograrse  a través  de  una  estrecha  y productiva  inte- 
gración y acoplamiento  de  todos  los  recursos  de  salud  disponibles,  tanto  públicos  como  privados, 
individuales  e institucionales.  Para  proporcionar  este  clima  de  mutuo  entendimiento,  los  elementos 
constitutivos  de  esta  sociedad  tendrán  que  Jijar  sus  metas  en  común,  en  vez  de  aspirar  a logros  in- 
dividuales. Ha  llegado  el  momento  en  que  sacudamos  nuestros  conceptos  tradicionales  desde  sus 
raíces,  y reenfoquemos  nuestros  pensamientos  en  el  individuo  en  vez  de  la  enfermedad.  Pensaremos, 
no  en  un  ambiente  libre  de  peligros  y amenazas  a la  salud,  sino  en  uno  que  promueva  y propicie  la 
mejor  salud.  Al  cesar  de  pensar  en  servicios  médicos  fragmentados,  concentraremos  en  la  necesidad 
de  brindar  servicios  totales  de  salud  eficientes  y coordinados.  El  sistema  de  salud  del  Puerto  Rico 
del  mañana  inmediato  necesita  y tendrá  que  fundarse  en  una  sólida  orientación  social  hacia  los 
problemas  médicos  y de  salud.  La  salud  es  en  esencia  un  problema  de  la  comunidad.  Un  análisis 
panorámico  de  nuestra  Isla,  revela  que  al  aumentar  los  beneficios  experimentados  por  nuestros 
ciudadanos  en  términos  económicos,  sociales  y educativos,  se  crea  mayor  conciencia  y demanda 
por  excelencia  en  los  servicios  de  salud.  Más  personas  reclaman  los  beneficios  de  estos  servicios 
y según  se  incrementa  el  crecimiento  poblacional,  proporcionalmente  crece  la  demanda  por  ser- 
vicios. Al  igual  que  en  Estados  Unidos,  la  demanda  por  los  servicios  de  salud  en  Puerto  Rico  sobre- 
pasa nuestra  capacidad  para  responder.  Como  resultado  directo  de  esto  vemos  la  creciente  inflación 
en  los  costos  de  los  servicios  de  salud. 

Conscientes  de  nuestra  responsabilidad  para  con  la  salud  de  nuestro  pueblo,  nuestro  gobierno, 
durante  la  última  sesión  legislativa,  aprobó  una  serie  de  leyes  que  ofrecen  nuevas  alternativas  y 
modalidades  para  mejorar  y fortalecer  los  sistemas  actuales  y los  cuales  ayudarán  a resolver  la  pro- 
blemática de  salud  de  nuestro  pueblo.  Entre  esas  leyes  se  destaca  predominantemente  la  Ley  Núm. 
56  de  1969,  que  dispone  el  establecimiento  de  un  sistema  integrado  de  asistencia  médico-hospitala- 
ria en  nuestro  país.  Esta  ley  asegura  que  todo  individuo,  independientemente  de  su  posición  eco- 
nómica, raza,  color,  origen,  religión  o credo  político,  pueda  solicitar  y recibir  asistencia  médico- 
hospitalaria  de  cualquier  persona,  agencia,  organización  o institución  autorizada  por  ley  para  prestar 
tal  servicio  dentro  del  sistema.  Esta  legislación  introduce  cuatro  cambios  fundamentales  en  la  po- 
lítica pública  de  salud  prevaleciente  hasta  entonces: 

I.  Provee  para  que  se  abran  las  instituciones  médico-hospitalarias  públicas  a personas  de  todos 
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los  niveles  económicos  y autoriza  el  cobro  a pacientes  pudientes  que  usen  dichas  instituciones. 

2.  Autoriza  al  Secretario  de  Salud  de  Puerto  Rico  para  que  mediante  convenio  delegue  la  opera- 
ción v administración  de  los  hospitales  y centros  de  salud  propiedad  del  estado,  en  asociaciones 
de  fines  no  pecuniarios,  corporaciones  de  profesionales  u otras  agrupaciones  interesadas  en  brindar 
servicios  de  salud  a la  comunidad. 

3.  También  la  ley  dispone  que  médicos  y dentistas  en  el  ejercicio  privado  de  su  profesión,  podrán 
cobrar  el  costo  razonable  de  lós  servicios  profesionales  que  brinden  a pacientes  en  instituciones 
de  salud  propiedad  del  estado  y sus  municipios,  cuando  dichos  pacientes  no  sean  elegibles  para 
recibir  esos  senncios  con  cargo  al  Fondo  del  Estado  o al  municipio. 

4.  Se  provee  para  la  implementación  del  principio  de  libre  selección  de  médico  y hospital  para 
pacientes  médico-indigentes,  al  autorizar  al  Secretario  de  Salud  a formalizar  acuerdos  con  médicos 
y dentistas  en  el  ejercicio  privado  de  su  profesión  con:  hospitales,  centros  médicos,  centros  de  salud, 
casa  de  salud,  dispensario,  clínicas,  agencias  de  servicios  farmacéuticos  y otras  instituciones  de  salud 
privadas,  para  que  puedan  brindar  asistencia  médica-hospitalaria  a individuos  o familias  certificadas 
elegibles  para  recibir  dicha  asistencia  con  cargos  a fondos  públicos. 

Siendo  tan  amplios  los  alcances  de  esta  ley,  la  misma  provee  para  que  su  implementación  se  haga 
por  etapas  velando  en  todo  momento  por  los  mejores  intereses  públicos. 

Otra  ley,  la  Ley  Número  57  de  1969,  crea  la  Junta  Estatal  de  Salud,  mediante  la  cual  un  grupo 
de  ciudadanos  altamente  cualificados  le  ofrecerán  asesoramiento  a nuestro  gobierno,  a través  del 
Departamento  de  Salud.  Con  la  aprobación  de  esta  ley  se  le  ofrece  la  oportunidad  al  Secretario 
de  Salud  de  beneficiarse  de  opiniones  y recomendaciones,  originadas  directamente  de  los  consumi- 
dores de  esos  servicios,  en  relación  a los  recursos  y las  necesidades  de  salud  de  nuestro  pueblo. 
Con  esta  ayuda  el  Secretario  de  Salud  podrá  establecer  prioridades  de  servicio,  podrá  evaluar  más 
comprensivamente  los  altos  costos  de  servicios  médicos  hospitalarios  y podrá  tener  la  ayuda  nece- 
saria para  implementar,  con  juicio  sereno  y ayuda  técnica,  las  nuevas  disposiciones  de  la  Ley  56  antes 
descrita. 

Es  esta  la  nueva  orientación  que  nuestra  administración  ha  impartido  a la  solución  de  nuestros 
problemas  de  salud  y se  basa  en  una  filosofía  que  reconoce  la  dignidad  y valor  del  individuo,  y que 
acepta  que  nuestra  sociedad  debe  asumir  responsabilidad  por  aquellos  ciudadanos  menos  afortunados 
que  sufren  de  privación  económica.  Asimismo,  reconocemos  que  los  problemas  de  salud  de  hoy 
y del  mañana,  solo  podrán  resolverse  a base  de  un  abordaje  organizado  y bien  planificado,  siendo  la 
función  gubernamental  de  salud  inevitable  y necesaria,  pero  no  la  única,  ya  que  en  la  integración 
de  la  responsabilidad  gubernamental  y la  iniciativa  privada,  se  funda  la  esperanza  de  brindar  a nues- 
tros ciudadanos  verdaderos  servicios  comprensivos  de  salud.  Como  resultado,  florecerá  una  síntesis 
de  dos  profundos  valores,  el  primero  reconociendo  la  dignidad  individual,  la  importancia  de  la  ini- 
ciativa privada  y sobre  todo,  premiando  la  libre  empresa  individual  y colectiva,  pero  habrá  esto  de 
coexistir  armónicamente  con  otros  valores  que  reconocen  la  necesidad  de  desarrollar  un  sentido  de 
germina  preocupación  por  los  valores  humanos  y sociales  y de  sensitividad  a las  justas  demandas 
que  emanan  de  las  necesidades  humanas  así  como  una  dedicación  profunda  dirigida  a lograr  el 
bienestar  de  nuestra  comunidad. 

Nuestro  gobierno  con  su  acción,  ha  lanzado  un  interesante  reto  a múltiples  componentes  de 
nuestra  estructura  social  y no  albergamos  dudas  de  que  sabrá  responder  cada  segmento  en  la  me- 
dida con  que  se  le  pida  su  concurso.  Nuestro  sistema  educativo  deberá  responder  educando  más 
personal  médico  y paramédico  capaz  de  implementar  la  noble  misión  de  medicina  comprensiva: 
la  clase  médica,  deberá  continuar  su  dedicada  labor  en  bien  de  la  salud  colectiva  y mantener  su 
liderato  dentro  de  los  nuevos  sistemas  a implantarse,  constituyéndose,  en  esencia,  en  el  núcleo 
del  equipo  de  salud  alrededor  del  cual  giren  los  nuevos  sistemas  y diseños  de  salud.  El  reto  in- 
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cluye  a nuestro  propio  gobierno,  y la  reciente  reorganización  de  nuestro  Departamento  de  Salud, 
es  de  por  sí  una  respuesta  a la  necesidad  de  reevaluar  nuestro  sistema  de  prioridades  en  salud  y 
darle  nuevos  valores  y dimensiones.  El  sector  privado  de  nuestra  sociedad,  tendrá  que  moverse 
rápidamente  hacia  una  alianza  de  salud  con  el  sector  gubernamental,  ambos  en  actitud  de  franca 
cooperación  y no  de  competencia. 

Nuestra  Isla  puede  hoy  enorgullecerse  de  gozar  de  tasas  de  estadísticas  vitales  muy  impresio- 
nantes, ya  que  la  mortalidad  infantil  bajó  a 28.6  por  1,000  nacidos  vivos;  la  mortalidad  general 
es  de  solo  6.3  por  1,000  habitantes  y la  natalidad  ha  descendido  a 24.8  por  1,000.  Aun  así,  sa- 
bemos que  estas  tasas  distan  aún  bastante  de  los  parametros  ideales  aceptados  Umversalmente. 

Esperamos  que  nuestra  gestión  gubernamental  apoyada  e inspirada  por  la  dedicación  y sacri- 
ficio de  los  hombres  y mujeres  que  arduamente  laboran  en  el  quehacer  diario  de  la  noble  gestión 
de  salud  para  nuestro  pueblo,  nos  permitan,  con  la  ayuda  del  Divino  Hacedor,  mejorar  aún  más 
el  preciado  tesoro  de  nuestro  pueblo  su  salud. 

Dr.  Ernesto  Colón  Yordán 
Hon.  Secretario  de  Salud 


ACTUALIDADES  MEDICAS 


The  National  Heart  and  Lung  Institute,  through 
its  Myocardial  Infarction  Program,  has  awarded  the 
first  of  a series  of  contracts  for  a program  of  re- 
search on  sudden  cardiac  death.  Sudden  cardiac 
death,  or  death  before  hospitalization,  accounts  for 
about  one-half  of  the  almost  600,000  annual  deaths 
from  arteriosclerotic  heart  disease.  While  an  improve- 
ment in  the  early  availability  of  medical  care  will  some- 
what reduce  this  death  toll,  the  large  number  of  very 
sudden  and  very  early  deaths  necessitates  a better 
understanding  of  the  acute  disease  process  and  the 
development  of  new  modes  of  therapy. 

These  contracts  are  designed  to: 

identify  “trigger”  factors  that  convert  coronary 
atherosclerosis,  the  underlying  disease  process  which 
may  have  been  quietly  present  for  many  years,  into 
a full-blown  attack. 

identify  premonitory  signs  and  symptoms  that 
may  warn  the  patient  or  his  physician  of  an  impending 
attack  so  that  measures  can  be  initiated  to  abort  the 
threatened  episode  or,  failing  that,  hospitalize  the  pa- 
tient before  it  occurs. 

identify  factors  that  characterize  the  person  at 
high  risk  of  sudden,  unexpected  death.  Epidemiological 
studies  have  quantified  many  of  the  factors  which 
increase  susceptibility  to  coronary  heart  disease  — 
for  example,  high  blood  pressure,  elevated  blood 
lipids,  cigarette  smoking,  obesity,  electrocardiographic 
abnormalities,  and  sedentary  habits.  It  may  be  possible 
to  refine  this  “coronary  profile”  and  to  recognize 
other  factors  to  identify  prime  candidates  for  rapidly 
lethal  heart  attacks. 

identify  the  physiological  mechanisms  responsible 
for  acute  heart  attack  and  sudden  death  and  to  corre- 
late them  with  anatomical  and  pathological  changes. 

determine  practical  methods  of  treatment  for 
the  very  early  stages  of  a heart  attack. 


From  the  National  Heart  and  Lung  Institute,  HEW  News, 
U.  S.  Department  of  Health,  Education,  and  Welfare,  Bethesda, 
Maryland. 


An  explanation  for  the  disappointing  results  obtained 
with  the  heart  stimulant,  glucagon,  in  the  treatment  of 
patients  with  chronic  heart  failure  was  provided  recently 
by  Drs.  G.  S.  Levey,  K.  H.  Prindle,  and  S.  E.  Epstein,  of 
the  Cardiology  Branch,  National  Heart  and  Lung  Insti- 
tute. 

Their  studies,  reported  in  Atlantic  City  at  the  meet- 
ing of  the  American  Society  for  Clinical  Investigation, 
indicate  that  although  glucagon  substantially  improves 
the  pumping  performance  of  normal  or  nearly  normal 
hearts,  it  does  not  benefit  failing  ones. 

A hormone  from  the  pancreas,  glucagon’s  chief  phy- 
siological function  appears  to  be  the  mobilization  of 
metabolic  fuels  as  needed  to  meet  the  energy  require- 
ments of  the  body’s  organs  and  tissues.  The  hormone 
1)  stimulates  the  breakdown  of  glycogen,  the  complex 
carbohydrate  stored  in  liver  and  muscle,  to  yield 
glucose:  and  2)  stimulates  the  breakdown  of  trigly- 
ceride (neutral  fat)  stored  in  adipose  tissues,  to  yield 
free  fatty  acids  that  sustain  the  organism  during  periods 
of  fasting. 

More  recent  observations  that  glucagon  also  increased 
heart  muscle  contractility  and  improved  its  pumping 
performance  suggested  that  the  hormone  might  be  use- 
ful in  treating  chronic  congestive  failure,  but  it  has 
failed  to  perform  up  to  expectations  in  clinical  trials. 

Glucagon  does  not  work,  the  NHLI  scientists  report, 
because  it  cannot  increase  the  production  of  a substance 
called  cyclic-AMP  in  the  failing  heart. 

From  the  National  Heart  and  Lung  Institute,  HEW  News, 
U.  S.  Department  of  Health,  Education,  and  Welfare,  Bethesda, 
Maryland. 
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NOTICIAS 


SOCIAL  SECURITY  CHANGES  CLEAR  HOUSE 

Late  last  week,  the  House  passed  H.  R.  17550,  Social 
Security  Amendments  of  1970,  which  makes  several  changes 
to  Medicare  and  Medicaid  and  the  Child  Health  provisions 
of  Title  V of  the  Social  Security  Act.  Under  Medicare,  the 
bill:  permits  persons  reaching  age  65  who  are  otherwise 

ineligible  for  Part  A benefits  to  purchase  such  coverage 
for  $27  a month  with  the  premium  price  rising  as  hospital 
costs  increase;  permits  individuals  eligible  for  both  Part  A 
and  Part  B to  elect  to  have  their  health  care  provided  by 
a Health  Maintenance  Organization  (a  pre-paid  group  or  other 
capitation  plan)  with  the  government  reimbursing  the  HMO 
on  a capitation  basis  not  to  exceed  95  percent  of  the  cost 
of  Medicare  benefits;  authorizes  the  Secretary  of  HEW  to 
set  limitations  on  health  providers’  reimbursable  costs  under 
Medicare  based  on  the  costs  of  services  in  a particular  geo- 
graphic region;  limits  recognition  of  physicians’  fees  during 
fiscal  1971  under  Medicare,  Medicaid,  and  Title  V to  the  75 
percentile  of  actual  charges  in  the  locality  during  1969,  and 
for  fiscal  1972  and  thereafter,  increases  in  charges  would 
be  recognized  only  to  the  extent  justified  by  higher  expenses 
of  physicians;  places  additional  limits  on  reasonable  charges 
for  certain  medical  supplies,  equipment,  and  services  to  the 
lowest  price  available  in  an  area  as  determined  by  the  Secre- 
tary of  HEW ; and  prohibits  reimbursement  to  health  care 
providers  for  capital  costs,  such  as  depreciation  and  interest, 
in  those  instances  where  the  costs  were  not  consistent  with 
State  or  local  health  planning  plans. 

The  House  Bill  also  authorizes  the  Secretary  of  HEW 
to  terminate  payments  to  Medicare  providers  found  guilty 
of  abusing  the  program;  requires  the  Secretary  of  HEW  to 
carry  on  experiments  and  demonstration  projects  to  test 
the  feasibility  and  methods  of  paying  providers  of  care  on 
the  basis  of  negotiated  rates;  provides  for  payment  to  teaching 
physicians  on  the  basis  of  reasonable  cost  rather  than  fee-for- 
service,  except  in  facilities  where  non-Medicare  patients  are 
charged  for  such  services  and  where  Medicare  deductibles 
and  co-insurance  are  regularly  collected;  establishes  specific 
time  periods  following  hospitalization  during  which  a patient 
would  be  guaranteed  payment  for  services  in  an  extended 
care  facility  or  for  home  health  services;  repeals  the  require- 
ment in  present  law  that  States  have  comprehensive  Medicaid 
programs  by  1977;  increases  the  Federal  matching  formula 
for  such  out-patient  services  as  clinic  and  home  health  ser- 
vices under  Medicaid,  and  decreases  the  matching  for  long- 
term institutional  care;  and  permits  States  to  determine  rea- 
sonable hospital  costs  under  Medicaid,  provided  that  the 
Medicaid  program  pays  the  actual  costs  of  hospitalization 
of  Medicaid  recipients. 

TAXABLE  INCOME 

MEDICARE  PAYMENTS  TO  MEDICAL  FACULTY 

Fees  collected  by  physicians  on  the  faculty  of  a medical 


school  for  the  treatment  of  patients  covered  by  Medicare, 
and  turned  over  by  them  to  the  school,  were  not  includible 
in  the  physicians’  gross  income,  the  Internal  Revenue  Service 
ruled. 

The  school  supplies  the  physicians  to  a hospital  for  the 
purpose  of  rendering  specified  teaching  services  to  residents, 
interns,  nurses,  and  other  hospital  employees.  In  connection 
with  those  teaching  services,  the  physicians  provide  medical 
care  to  indigent  hospital  patients,  some  of  whom  are  covered 
by  Medicare. 

It  is  the  medical  school’s  policy  that  no  faculty  member 
is  to  receive  fees  for  professional  services  rendered  in  the 
course  of  his  teaching  duties.  Therefore,  pursuant  to  an 
agreement  with  the  school,  the  faculty  physicians  formed 
a group  which  billed  and  collected  fees  for  services  rendered 
by  them  to  hospital  patients  covered  by  Medicare.  After 
deducting  the  costs  of  collection,  the  fees  were  turned  over 
to  the  school,  which  used  them  for  purposes  determined 
by  the  school. 

Since  the  physicians  at  no  time  had  any  control  over  the 
fees,  they  were  not  required  to  include  the  amount  thereof 
in  their  gross  income.  — IRS  Rev.  Rul.  69-274,  I.  R.B.  1969- 
22,  9. 

FEES  TURNED  OVER  TO  HOSPITAL  BY  STAFF  PHY- 
SICIANS 

Physicians  on  the  staff  of  a charitable  hospital  must  include 
in  gross  income  fees  received  for  treating  patients  admitted 
without  a physician’s  recommendation,  the  Internal  Revenue 
Service  ruled.  However,  they  may  deduct  as  charitable  con- 
tributions the  amounts  of  such  fees  as  are  turned  over  to 
the  hospital  pursuant  to  a voluntary  agreement. 

Patients  admitted  to  the  hospital  without  a physician’s 
recommendation  are  treated  by  interns  and  residents  under 
the  supervision  of  a staff  physician.  Some  of  these  patients 
have  health  insurance  coverage  which  entitles  the  staff  physi- 
cians to  receive  fees  for  services  rendered. 

A number  of  staff  physicians  have  voluntarily  entered  into 
an  agreement  with  the  hospital  to  turn  over  to  the  hospital 
any  fees  received  from  such  patients.  Under  the  agreement, 
a staff  physician  may  designate  a particular  department  of 
the  hospital  which  is  to  receive  the  benefit  of  the  fees,  but 
he  is  to  receive  no  personal  benefit  from  the  use  of  the  fees. 
A participating  staff  physician  may  terminate  the  agreement 
at  will. 

The  fees  received  from  such  patients  constitute  income  to 
the  staff  physicians  and  must  be  reported  as  such.  However, 
they  are  entitled  to  deduct  as  charitable  contributions  the 
amounts  turned  over  to  the  hospital  under  the  agreement. 
They  are  not  entitled  to  deduct  the  amounts  turned  over 
as  ordinary  and  necessary  business  expenses  because  the  agree- 
ment is  a purely  voluntary  one  which  a staff  physician  may 
terminate  at  will.  - IRS  Rev.  Rul.  69-275,  I.R.B.  1969-22,  9. 
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Internacionales 

III  Congreso  Internacional  de  Linfología  — Bruselas,  Bélgica; 
julio  1970  (Dr.  Jean  Collette,  P.  O.  Box  128,  8028  Zürich, 
Suiza). 

IX  Congreso  Panamericano,  II  Congreso  Latinoamericano  y 

IX  Congreso  Colombiano  de  Pediatría  — Bogotá,  Colombia; 
Julio  1970  (Dr.  Alvaro  López  Pardo,  Apartado  Aéreo  21317, 
Bogotá,  Colombia). 

XII  Congreso  Panamericano  de  Otorrinolaringología  y Bron- 
coesofagología  — Lima,  Perú;  5-9  julio  1970  (Dr.  Luis  V inatea. 
Apartado  11111,  Lima,  Perú). 

II  Congreso  Mundial  de  Endoscopia  Digestiva  — Copenhague, 
Dinamarca;  8-11  julio  1970  (Dr.  S.  Stoichita,  29  rué  Pitar 
Mos,  Bucharest,  Rumania). 

IV  Congreso  Internacional  de  Gastroenterologia  — Copenhague, 
Dinamarca;  12-18  julio  1970  (Prof.  Mongens  Andreassen,  36, 
Sindergade,  1159,  Copenhague  K,  Dinamarca). 

XV  Congreso  Internacional  de  Urología  — Tokyo,  Japón; 
12-18  julio  1970;  (Prof.  Dr.  T.  Ichikawa,  1 Toyamacho,  Shinju, 
Tol^yo,  Japón). 

II  Congreso  Panamericano,  1 Congreso  Peruano  de  Cirugía 
Pediátrica  — Lima,  Perú;  21-23  julio  1970  (Av.  Brasil  660, 
Lima,  Perú). 

VII  Congreso  Internacional  de  Neuro-Psicofarmacología  — Pra- 
ga, Checoeslovaquia;  agosto  1970  (Prof.  Zdenék  Votava,  M.  D., 
Sokolská  31  Prague  2,  Checoeslovaquia). 

X Congreso  Internacional  de  Microbiología  — México,  D.  F., 
México;  9-15  agosto  1970  (Dr.  Luis  F.  Bojaiil,  Secretario, 
Apartado  60-607,  México  18,  D.  F.,  México). 

Vil  Congreso  Internacional  de  Diabetes  — Buenos  Aires, 
Argentina;  23-28  agosto  1970  (Dr.  V.  G.  Foglia,  Presidente; 
Paraguay  2155,  7to.  Piso,  Buenos  Aires,  Argentina). 

XII  Congreso  Internacional  de  Hematología  — Munich,  Ale- 
mania; 24-29  agosto  1970  (Sec.  D-8  München  12,  Postfach 
200,  Alemania). 

Vil  Congreso  Internacional  de  la  Federación  de  Sociedades 
de  Microscopía  Electrónica  — Grenoble,  Francia;  agosto  30-6 
setiembre  1970  (Ecole  Nationale  Superieure-  Laboratoire  de 
Botanique,  24  rue  Lhomond,  Paris  V.  Francia). 

III  Congreso  Europeo  de  la  Federación  Mundial  de  Sociedades 
de  Anestesiologistas  — Praga,  Checoeslovaquia;  agosto  31-4  se 


tiembre  1970  (Dr.  B.  Dvoracek  50,  Praga  10,  Checoeslovaquia). 


V Congreso  Internacional  de  la  Sociedad  para  el  Estudio  de 
las  Enfermedades  Infecciosas  y Parasitarias  — Viena,  Austria; 
agosto  31-5  setiembre  1970  (Prof.  K.  H.  Spitzy,  Wiener 
Mediznische  Akademie,  Alsertrasse  4,  A 1090,  Viena,  Austria). 

VI  Congreso  Internacional  de  Neupatología  — París,  Francia; 
agosto  31-4  setiembre  1970  (Dr.  J.  E.  Gruner,  La  Salpetriere, 
47,  boulevard  de  I’Hospital,  París  13,  Francia). 

X Congreso  Mundial  de  Cardiología  — Londres,  Inglaterra; 
6-12  setiembre  1970  (Dr.  J.  P.  Mounsey,  Royal  Postgraduate 
Medical  School,  Ducane  Road,  London  W 12,  Inglaterra). 

XI  Congreso  Internacional  de  Medicina  Interna  — Vigyan 
Bhavan,  New  Delhi;  25-30  octubre  1970  (Presidente:  Dr.  K. 
K.  Datey;  Director  Comité  Organizador,  Dr.  R.  Viswanathan. 

AMERICAN  COLLEGE  OF  SURGEONS:  56th  Annual  Cli- 
nical Congress,  October  12-16,  1970,  Chicago  Illinois. 

POSTGRADUATE  COURSE  IN  LARYNGOLOGY  AND  BRON- 
CHOESOPHAGOLOGY  - November  2 through  13,  1970  - De- 
partment of  Otolaryngology  of  the  University  of  Illinois  at  the 
Medical  Center  (Dr.  Paul  H.  Holinger). 

12th  Congress  of  the  Pan-Pacific  Surgical  Association  - February 
26  to  March  3,  1972  - Place:  Hilton  Hawaiian  Village  Hotel,  Ho- 
nolulu, Hawaii.  For  details  write:  Pan— Pacific  Surgical  As- 
sociation, 236  Alexander  Young  Building,  Honolulu,  Hawaii, 
96813. 

AMERICAN  COLLEGE  OF  PHYSICIANS  POSTGRADUATE 
COURSES,  1969-1970: 

June  3-5,  1970  - Pathology,  Pathologic  Phsyiology  and  Clinical 
Aspects  of  Renal  Disease,  Georgetown  University  Hospital, 
Washington,  D.  C.:  George  E.  Schreiner,  MD,  FACP,  Director. 

June  8-12,  1970  - Psychiatry  and  the  Internist  - University 
of  Maryland  Hospital  and  Psychiatric  Institute,  BaltimoreJVld.; 
Bernard  R.  Shochet,  MD,  FACP,  Director. 

June  8-12,  1970  - Internal  Medicine  1970  - Old  Principles 
New  Practice  - A Tribute  to  William  B.  Bean,  MD,  FACP,  Uni- 
versity of  Iowa  School  of  Medicine,  Iowa  City,  Iowa. 

June  15-17,  1970  - Cardiac  Auscultation  - New  York  University 
School  of  Medicine,  New  York,  N.  Y.;  J.  Scott  Butterworth, 
MD,  FACP,  Director. 

June  15-17,  1970  - Blood  Transfusion  Therapy  and  Related 
Immunology,  Michigan  State  University,  East  Lansing,  Mich., 
Scott  N.  Swisher,  MD,  FACP,  Director. 


Instrucciones  para  los  Autores 

£1  Boletín  acepta  para  su  publicación  artículos 
relativos  a medicina  y cirugía  y las  ciencias  afines. 
Igualmente  acepta  artículos  especiales  y correspon- 
dencia que  pudiera  ser  de  interés  general  para  la 
profesión  médica. 

El  articulo,  si  se  aceptara,  será  con  la  condición 
de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  junta  Edi- 
tora y la  del  impresor,  se  requiere  de  los  autores 
que  sigan  las  siguientes  - instrucciones: 

Manuscrito:  El  manuscrito  completo,  incluyendo  las 
leyendas  y referencias  deberán  estar  escritos  a ma- 
quinilla  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen.  En 
página  separada  deberá  incluirse  lo  siguiente:  tí- 
tulo, nombre  del  autor  (es)  y su  grado  (ej:  MD, 
FACP),  ciudad  donde  se  hizo  el  trabajo,  el  hos- 
pital o institución  académica,  patrocinadores  del 
estudio,  y si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve 
introducción  en  3a  cual  se  especifique  el  propó- 
sito del  mismo.  Las  secciones  principales  (como 
por  ejemplo:  materiales  y métodos)  deben  iden- 
tificarse como  un  encabezamiento  al  centro  y en 
letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clí- 
nicos o investigaciones  de  laboratorio  deben  orga- 
nizarse bajo  los  siguientes  encabezamientos:  Intro- 
ducción, Materiales  y Métodos,  Resultados,  Dis- 
cusión, Resumen  (en  español  e inglés),  Reconoci- 
miento y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados 
deben  organizarse  en  la  siguiente  forma:  Intro- 
ducción, Materiales  y Métodos  si  es  aplicable,  Ob- 
servaciones del  Caso,  Discusión,  Resumen  (en  español 
e inglés),  Reconocimien  tos  y Referencias. 
Nomenclatura:  Deben  usarse  los  nombres  genéricos 
de  los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así  se 
desea.  Se  usará  con  preferencia  el  sistema  métrico 
de  pesos  y medidas. 

Tablas:  Las  tablas  deben  aparecer  en  hojas  separadas. 
Estas  deben  incluir  el  título  y el  número  de  la 
tabla  (romano).  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se 
deben  omitir  líneas  verticales  y horizontales  en 
la  tabla. 


Figuras:  Las  fotografías  y microfotografías  se  some- 
terán como  copias  en  papel  de  lustre,  sin  montar. 
En  el  reverso  de  la  figura  debe  aparecer  el  numero 
de  la  figura  (arábigo)  y el  autor  y debe  indicarse 
la  parte  superior. 

Referencias:  Las  referencias  deben  ser  numeradas 

sucesivamente  de  acuerdo  con  su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis 
al  nivel  de  la  línea  u oración.  Al  final  de  cada 
artículo  las  referencias  deben  aparecer  en  el  orden 
numérico  en  que  se  citan  en  el  texto.  Estas  deben 
seguir  el  estilo  o patrón  del  “Index  Medicus”,  el 
cual  se  describe  a continuación: 

Para  artículos  de  Revista 

Apellido  (s),  e iniciales  del  nombre  del  autor  (es), 
título  del  artículo,  nombre  de  la  revista,  volumen, 
primera  página  y año. 

Koppisch,  S.:  Pathology  of  arteriosclerosis.  Bol. 
Asoc.  Méd.  P.  Rico  46:  505,  1954. 

Para  citación  de  Libros 

Apellido  (s),  e iniciales  del  autor  (es),  título,  edi- 
ción, casa  editora,  ciudad,  año  y página. 

Wi ntrohe,  M.  M. : Clinical  Hematology,  3rd  Ed. 
Lea  and  Febiger,  Philadelphia,  1952  p.  67. 

Deben  usarse  solamente  las  abreviaturas  indicadas  en 
el  “Cumulative  Index  Medicus”  que  publica  la  Aso- 
ciación Médica  Americana. 

Como  guía  de  referencia  para  preparar  su  artí- 
culo puede  usar  la  publicación  Advice  to  Authors 
que  publica  la  Scientific  Publications  Division,  Amer- 
ican Medical  Association,  535  N Dearborn  Street, 

Chicago,  Illinois,  60610. 

( 

Instructions  to  Authors 

The  Boletín  will  accept  for  publication  contribu- 
tions relating  to  the  various  areas  of  medicine,  sur- 
gery and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  phy- 
sicians will  also  be  accepted.  AH  material  is  accepted 
with  the  understanding  that  it  is  to  be  published 
solely  in  this  journal. 

In  order  to  facilitate  review  of  the  article  by  the 
Editorial  Board  and  the  work  of  the  printer,  the 
authors  must  conform  with  the  following  instructions: 

Manuscripts:  The  entire  manuscript,  including  legends 
and  references  should  be  typewritten  double  spaced 
in  duplicate  with  ample  margins.  A separate  title 
page  should  include  the  following:  title,  authors 
and  their  degrees  (e.  g.  MD,FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions, 


acknowledgment  of  financial  sponsors,  and  if  the 
paper  has  been  presented  at  a meeting  the  place 
and  date  should  he  given. 

The  manuscript  should  start  with  a brief  intro- 
ductory paragraph  or  paragraphs  which  should  state 
its  purpose.  The  main  sections  (for  example,  Mater- 
ials and  Methods)  should  be  identified  by  center 
headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies 
or  laboratory  investigation  should  be  organized  un- 
der the  following  headings:  Introduction,  Material 
and  Methods,  Results  if  indicated,  Discussion,  Sum- 
mary in  English  and  Spanish,  Acknowledgments  if 
any,  and  References. 

Nomenclature:  Generic  names  of  drugs  should  be 

used;  trade  names  may  also  be  given  in  parenthesis, 
if  desired.  Metric  units  of  measurements  should 
be  used  preferentially. 

Tables:  These  should  be  typed  on  separate  sheets  with 
the  title  and  table  number  (Roman)  centered.  Sym- 
bol for  units  should  be  confined  to  the  column 
headings.  Vertical  and  horizontal  lines  should  be 
omitted. 

Figures:  Photographs  and  photomicrographs  should 

be  submitted  as  glossy  prints,  unmounted.  They 
should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top 
should  be  indicated.  Legends  to  the  figures  should 


be  typed  on  a separate  sheet. 

References:  These  should  be  numbered  serially  as 

they  appear  in  the  text.  The  number  should  be 
enclosed  in  parenthesis  on  the  line  of  writing  and 
not  as  superscript  numbers.  At  the  end  of  the 
article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text. 
This  list  should  conform  to  the  Style  of  the  Index 
Medicu6  and  should  be  punctuated  as  in  the  follow- 
ing examples. 

For  journal  articles:  Surname  and  initials  of  au- 
thor (s),  title  of  articles,  name  of  journal,  vo- 
lume, first  page  and  year. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

For  Books:  Surname  and  initials  of  author  (s), 
title,  edition,  publishing  house,  City,  year  and 
page. 

Wintrobe,  M.  M:  Clinical  Hematology,  3rd.  Ed. 

Lea  and  Febiger,  Philadelphia,  1952,  p.  67. 
Abbreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the  American 
Medical  Association. 

For  aid  in  preparing  your  manuscript  refer  to  the 
publication  Advice  to  Authors  available  from  the  Scien- 
tific Publications  Division,  American  Medical  Associa- 
tion, 535  N Dearborn  St.,  Chicago,  Illinois  60610. 


ANUNCIOS 


LOCALES  PARA  ALQUILAR 

Se  alquila  segunda  planta  propia  para  oficina,  Ave. 
Central  1529,  Caparra  Terrace.  Para  más  informes 
vea  al  Sr.  A.  Santiago  Morales  en  la  tienda  primer 
piso. 


Se  alquila  local  para  dispensario  médico  - Tiene 
tres  oficinas  - Teléfono  - Ave.  Comercial  Lomas. Ver- 
des. Para  más  información  llamar  al  teléfono  767-5095. 

Se  alquila  local  segundo  piso,  para  médicos  - Más 
de  1,000  pies  cuadrados  - piso  terrazo  - tres  cuartos  - 
dos  baños;  luz,  agua  y parking  incluidos.  A varios 
minutos  del  Hospital  del  Maestro.  Centro  Médico  y 
Auxilio  Mutuo.  Para  más  inlormacion,  llamar  al 
Dr.  Cuevas,  telelonos  767-1004  o 764-2226. 


Alquilo  2 locales  propios  para  especialistas  medicos,  por 
estar  lado  Hospital  Sagrado  Corazón.  Inf.  Tapia  427,  San- 
turce,  P.  R.,  Tels.  724-6359  - 725-4372. 

OFICINAS  PARA  ALQUILAR 

Se  alquilan  dos  oficinas  para  médicos  psiquiatras  en  Pila 
Núm.  51,  esquina  Brumbaugh,  Edificio  Vargas,  Rio  Piedras 
Están  semiequipadas.  Sitio  céntrico  próximo  a las  calle 
principales  de  Río  Piedras,  el  comercio,  a la  plaza  y a la 
Universidad.  Renta:  $100.00  al  mes  incluyendo  agua,  luz 
y limpieza.  Infórmese  con:  Amalia  H.  Vda.  de  Vargas 

Apartado  20267,  Río  Piedras,  P.  R.,  Teléfono  766-7398 

VENDO 

Vendo  un  fluoroscopio  en  perfectas  condiciones, 
guantes  y delantal  de  plomo  y cuarto  obscuro.  Para 
información,  Dr.  Alonso  - Tel.  782-8046. 


for  nutritional 
support  in 
G.I.disorders 


TABLETS 


high  potency  B-complex  and  C 
for  nutritional  support 

AVAILABLE  ONLY  ON  Rx 

contains  water-soluble  vitamins  only 

b.i.d.  dosage  provides  full 
therapeutic  amounts 

good  patient  acceptance 

no  odor,  and  virtually  no  aftertaste 


Each  Berocca  Tablet  contains: 


Thiamine  mononitrate  15  mg 

Riboflavin  15  mg 

Pyridoxine  HCI 5 mg 

Niacinamide 100  mg 

Calcium  pantothenate  20  mg 

Cyanocobalamin  5 meg 

Folic  acid 0.5  mg 

Ascorbic  acid 500  mg 


Usual  dosage  is  one  tablet  b.i.d. 

Indications:  Nutritional  supplementation  in  conditions  in 
which  water-soluble  vitamins  are  required  prophylactically 
or  therapeutically. 

Warning:  Not  intended  for  treatment  of  pernicious  anemia 
or  other  primary  or  secondary  anemias.  Neurologic  involve- 
ment may  develop  or  progress,  despite  temporary  remission 
of  anemia,  in  patients  with  pernicious  anemia  who  receive 
more  than  0.1  mg  of  folic  acid  per  day  and  who  are  in- 
adequately treated  with  vitamin  B|2. 

Dosage:  1 or  2 tablets  daily,  as  indicated  by  clinical  need. 
Available:  In  bottles  of  100. 


Roche 

LABORATORIES 


Division  of  Hoffmann-La  Roche  Ine. 
Nutley.  New  Jersey  07110 


There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession”. 


Member 
of  the 
National 
Association 
of 

Blue  Shield 
Plans 


When  it’s  more  than  a bad  cold 


your  patient  can  feel  better  while  she’s  getting  better 

Achrocidin 


Each  tablet  contains:  Tetracycline  HC1— Antihistamine— Analgesic  Compound 

\CHROMYCIN&  Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  citrate  25  mg. 


fn  bacterial /allergic  u.r.i., 
4CHROCIDIN  brings  the  treatment 
‘ogether  in  a single  prescription  — 
orompt  relief  of  headache  and 
congestion  together  with  effective 
control  of  the  tetracycline-sensitive 
organisms  frequently  responsible  for 
complications  leading  to  prolonged 
Usability  in  the  susceptible  patient. 

For  children  and  elderly  patients 
>ou  may  prefer  caffeine-free 
4CHROCIDIN  Syrup.  Each  5 cc 
contains:  ACHROMYCIN  (Tetra- 
cycline) equivalent  to  Tetracycline 
1C 1 1 25  mg.;  Phenacetin  120  mg.; 
Salicylamide  150  mg.;  Ascor  bic  Acid 
C)25  mg.;  Pyrilamine  Maleate  15  mg. 


Average  adult  dosage:  2 tablets  four  times  daily, 
given  at  least  one  hour  before,  or  two  hours 
after  meals. 

Contraindications:  History  of  hypersensitivity 
to  any  component. 

Warning:  If  renal  impairment  exists,  even 
usual  doses  may  lead  to  liver  toxicity.  Under 
such  conditions,  lower  than  usual  doses  are 
indicated  and,  if  therapy  is  prolonged,  serum 
level  determinations  may  be  advisable.  Hyper- 
sensitive individuals  may  develop  a photody- 
namic reaction  to  natural  or  artificial  sunlight 
during  use.  Individuals  with  a history  of  photo- 
sensitivity reactions  should  avoid  direct  expo- 
sure while  under  treatment,  which  should  be  dis- 
continued at  first  evidence  of  skin  discomfort. 

Precautions:  Some  individuals  may  experience 
drowsiness,  anorexia,  and  slight  gastric  dis- 
tress. If  excessive  drowsiness  occurs,  it  may 
be  necessary  to  increase  the  interval  between 
doses.  Persons  on  full  dosage  should  not  oper- 
ate any  vehicle.  Use  may  result  in  overgrowth 
of  nonsusceptible  organisms.  If  infections  ap- 
pear during  therapy,  appropriate  measures 
should  be  taken.  Infections  caused  by  beta- 
hemolytic  streptococci  should  be  treated  for 


at  least  10  full  days  to  help  prevent  rheumatic 
fever  or  acute  glomerulonephritis.  Use  of  tetra- 
cycline during  tooth  development  may  cause 
discoloration  of  teeth. 

Adverse  Reactions:  Gastrointestinal -anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossitis, 
enterocolitis,  pruritus  ani.  Skin-maculopapular 
and  erythematous  rashes  (a  case  of  exfoliative 
dermatitis  has  been  reported):  photosensitivity; 
onycholysis  and  discoloration  of  nails  (rare). 
Kidney-rise  in  BUN,  apparently  dose  related. 
Hypersensitivity  reactions-urticaria,  angioneu- 
rotic edema,  anaphylaxis.  In  young  infants, 
bulging  fontanels  following  full  therapeutic 
dosage  has  been  reported. This  has  disappeared 
rapidly  when  drug  was  discontinued.  Teeth - 
dental  staining  (yellow-brown)  in  children  of 
mothers  given  tetracycline  during  the  latter 
half  of  pregnancy  and  in  children  given  the 
drug  during  the  neonatal  period,  infancy,  and 
early  childhood.  Enamel  hypoplasia  has  been 
seen  in  a few  children.  Blood -anemia,  throm- 
bocytopenic purpura,  neutropenia.eosinophilia. 
Liver-cholestasis  (rare),  usually  at  high  dosage. 
If  adverse  reaction  or  idiosyncrasy 
occurs,  discontinue  medication 
and  institute  appropriate  therapy. 


349-8 


No  matter  how  good 
your  present  anesthesia 
machine  is, 
the  Heidbrink’DM  5000 
is  better. 


Better  because 

no  tedious  calculations 
are  required. 

Built-in,  electrically  heated 
vaporizers  precisely  control 
agent  vapor  pressure. 

Long  scale  (11"]  flowmeters 
are  calibrated  directly  in 
flow  rate  of 
gases  and  vapors. 
Static-dissipating  shield 
protects  flowmeters. 
Flowmeters  are 
compensated  for  ambient 
barometric  pressure  and 
are  insensitive  to  patient 
circuit  pressure  variations. 
Anesthesia  agents  may 
be  changed  in  “mid-stream.” 
Pressure  gauges  and 
oxygen  flush  valve  are 
conveniently 
front-mounted. 

Large  flat  surfaces  are 
easily  cleaned. 


general  gases  & supplies 


corp. 


Jaspe  No.  21  Centro  Comercial  Villa  Blanca 
Caguas,  P.  R.  743-6595 


Intersección  Ave.  Central  y Car r.  Guaynabo 
Guaynal-j,  P.  R.  783-4515 


Calle  Muñoz  Rivera  esq.  Ave.  Expreso 
Ponce.  P.  R.  843-0425 


Barbosa  No.  11 
Bayamón,  P.  R.  785-6090 


Condominio  Los  Flamboyanes 
Ave.  65th  Infantería  cruce  Trujillo  Alto 
Río  Piedras.  P.  R.  764-1940 


Manuel  Camuñas  No.  10 
Urb.  Industrial  Tres  Monjitas 
Hato  Rey,  P.  R.  765-7445 


What  she  really  needs,  Doctor,  is  a shot  of  penicillin.” 


laybe.  Maybe  not.  In  any  case  she  needs  something  to 
Dntrol  her  sneezing,  watery  eyes  and  runny  nose.  And  for 
lost  children  over  six,  Novahistine®  LP  can  be  depended 
n to  provide  fast  relief  from  summer  colds  and  allergy, 
hese  continuous-release  tablets  have  a vasoconstrictor- 
ntihistamine  formulation  that  begins  working  in  minutes, 
len  continues  to  provide  relief  for  hours.  A single  Nova- 
stine  LP  tablet,  morning  and  evening,  can  keep  most 


young  patients  free  of  symptoms  all  day  and  all  night.  Use 

with  rantinn  in  inHiv/iHimls 

Novahistine 


with  caution  in  individuals 
with  severe  hypertension, 
diabetes  mellitus,  hyperthy- 
roidism or  urinary  retention. 
Caution  ambulatory  patients 
that  drowsiness  may  result. 


decongestant 

(Each  tablet  contains  25  mg.  of  phenylephrine 
hydrochloride  and  4 mg.  of  chlorpheniramine 
maleate.) 


THE  DOW  CHEMICAL  COMPANY  Rx  Pharmaceuticals  Indianapolis 


Clinical  Extension 
of  a pure 
Smooth  Muscle 
Relaxant 


NOTE:  The  high  therapeulú 
of  Trocinate  permits  its  administra- 
tion in  dosage  sufficient  to  relieve 
smooth  muscle  spasm  promptly. 
400  mg.  dosage  usually  creates  a 
therapeutic  blood  level.  In  reducing 
dosage  after  relief , lengthening  the 
time  between  dosage  rather  than  lessen- 
ing the  recommended  dose  is  preferable. 
The  prompt  direct  action  allows  a 
consciousness  of  the  first  suggestion  of 
return  of  symptom  ...  a guide  to  dose 
spacing  and  to  determining  when  treat- 
ment is  complete.  A prescription  for 
twelve  or  sixteen  400  mg.  tablets  will 
usually  correct  spasm  and  leave  a few 
tablets  for  a reserve. 


TROCINATE* 

Brand  THIPHENAMIL  HC1 

400  mg./100  mg.  S/C  tablets 

Trocinate  relaxes  all  smooth  muscles.  Its  direct  action  (muscu- 
lotropic)  does  not  involve  the  autonomic  nervous  system  and  it  is 
not  mydriatic.  It  is  metabolized  by  the  body  and  eliminated  in  the 
urine  as  harmless  degradation  products.  Trocinate  has  a remark- 
able history  of  freedom  from  side-effects. 

When  a pure  direct-acting  smooth  muscle  relaxant  is  indicated, 
Trocinate  is  the  drug  of  choice. 

DIARRHEA  (functional)  . . . the  first  400  mg. 
tablet  usually  relieves  the  discomfort  of  diarrhea  so 
promptly  that  it  ceases  to  be  a bother. 
DIVERTICULITIS-MUCOUS  COLITIS 
. . . the  accompanying  discomforts  can  be  relieved  by 
this  direct  smooth  muscle  relaxant. 

BLADDER  SPASM  . . . relaxation  is  immediate. 
One  or  two  tablets  condition  the  bladder  for  cystoscopy 
in  one  hour. 

SPASTIC  URETER  . . . the  specific  relaxing  effect 
of  Trocinate  on  the  spastic  ureter  has  been  proven  by 
animal  studies  and  affirmed  clinically.  ( 7.  Urol. 
73:487-93 ) 

PRESCRIBING  INFORMATION 

WARNING:  Do  not  give  in  advanced  kidney  or  liver  disease. 
PRECAUTIONS:  Trocinate  relaxes  all  smooth  muscles.  Large 
dosage  or  prolonged  usage  may  cause  feeling  of  weakness  or  can 
theoretically  precipitate  gall-bladder  colic,  due  to  relaxing  the 
vascular  and  duct  systems.  Caution  should  be  observed  in  patients 
with  urinary  bladder  obstruction.  DOSAGE:  400  mg.  May  be 
repeated  in  4 hours.  After  relief,  lengthen  the  dose  frequency, 
(see  side  note) 


WILLIAM  P.  PO YTHRESS  & CO.,  INC. 
RICHMOND,  VIRGINIA  23217 

Sfffa/u^&c/wietA  ? maceectícadL 


Cuando  comen  lo  que  les  gusta 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 

llnicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg. 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  6 mg. 

Potasio  (como  sulfato)  5 mg. 

Posología:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 
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When  disease  is  ruled  out 
and  psychic  tension  is  implicated 

VhllUm  (diazepam) 

helps  relax  the  patient 
and  relieve  his  somatic  symptoms 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 

Indications:  Tension  and  anxiety  states;  somatic  com- 
plaints which  are  concomitants  of  emotional  factors; 
psychoneurotic  states  manifested  by  tension,  anxiety, 
apprehension,  fatigue,  depressive  symptoms  or  agita- 
tion; acute  agitation,  tremor,  delirium  tremens  and 
hallucinosis  due  to  acute  alcohol  withdrawal;  adjunc- 
tively  in  skeletal  muscle  spasm  due  to  reflex  spasm  to 
local  pathology,  spasticity  caused  by  upper  motor 
neuron  disorders,  athetosis,  stiff-man  syndrome,  con- 
vulsive disorders  (not  for  sole  therapy). 
Contraindicated:  Known  hypersensitivity  to  the  drug. 
Children  under  6 months  of  age.  Acute  narrow  angle 
glaucoma. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution 
against  hazardous  occupations  requiring  complete 
mental  alertness.  When  used  adjunctively  in  convul- 
sive disorders,  possibility  of  increase  in  frequency 
and/or  severity  of  grand  mal  seizures  may  require 
increased  dosage  of  standard  anticonvulsant  medica- 
tion; abrupt  withdrawal  may  be  associated  with  tem- 
porary increase  in  frequency  and / or  severity  of 
seizures.  Advise  against  simultaneous  ingestion  of 
alcohol  and  other  CNS  depressants.  Withdrawal 
symptoms  have  occurred  following  abrupt  discon- 
tinuance. Keep  addiction-prone  individuals  under 
careful  surveillance  because  of  their  predisposition  to 
habituation  and  dependence.  In  pregnancy,  lactation 


or  women  of  childbearing  age,  weigh  potential  benefit 
against  possible  hazard. 

Precautions:  If  combined  with  other  psychotropics  or 
anticonvulsants,  consider  carefully  pharmacology  of 
agents  employed.  Usual  precautions  indicated  in  pa- 
tients severely  depressed,  or  with  latent  depression, 
or  with  suicidal  tendencies.  Observe  usual  precau- 
tions in  impaired  renal  or  hepatic  function.  Limit 
dosage  to  smallest  effective  amount  in  elderly  and 
debilitated  to  preclude  ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypo- 
tension, changes  in  libido,  nausea,  fatigue,  depression, 
dysarthria,  jaundice,  skin  rash,  ataxia,  constipation, 
headache,  incontinence,  changes  in  salivation,  slurred 
speech,  tremor,  vertigo,  urinary  retention,  blurred 
vision.  Paradoxical  reactions  such  as  acute  hyperexcited 
states,  anxiety,  hallucinations,  increased  muscle  spas- 
ticity, insomnia,  rage,  sleep  disturbances,  stimulation, 
have  been  reported;  should  these  occur,  discontinue 
drug.  Isolated  reports  of  neutropenia,  jaundice;  peri- 
odic blood  counts  and  liver  function  tests  advisable 
during  long-term  therapy. 
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ulas 


CARNATION®  EVAPORATED  MILK.  CARNATION  COMPANY  LOS  ANGELES.  CALIF.  90036 


Carnation  Evaporated 
Milk.  Baby's  first  taste 
of  real  food. 

Nothing  artificial.  It's  a real  food.  With  naturally 
occurring  protein  and  all  other  nutrients 
intact.  Add  supplementary  vitamins  and 
carbohydrate  and  it's  a complete,  nourishing 
diet  that  doesn't  pretend  to  be  anything 
but  good,  honest  nutrition  babies  thrive  on. 


Sinequan 

DOXEPIN  HCll 

the  first  single  agent  active 
throughout  the  spectrum  of 
psychoneurotic  anxiety/depression 


Chemistry 

Sinequan  (doxepin  HC1)  is  a di- 
benzoxepin  derivative— the  first 
of  a new  family  of  psychothera- 
peutic agents. 


Sinequan  differs  from 
other  tricyclics 

by  the  introduction  of  an  oxygen 
atom  in  the  central  ring. 

Sinequan  differs  from 

the  phenothiazine  derivatives 

by  having  an  asymmetric  bridge 
between  the  two  benzyl  rings. 
There  is  no  sulfur  atom,  and  the 
nitrogen  has  been  replaced  by  a 
carbon-linked  side  chain.  There 
is  no  R2  side  chain. 

Sinequan  differs  from 
the  benzodiazepines, 

not  only  by  having  a dibenzoxe- 
pin  ring  system,  but  also  by  not 
having  basic  side  chains  or  ap- 
pended phenyl  groups. 

These  structural  variations  result 
in  significant  differences  in  both 
the  pharmacologic  and  clinical 
profiles  of  Sinequan. 


Recommended  dosage 

A starting  dosage 
of  25  mg.  t.  i.  d.  is 
recommended. 

Dosage  may  be  in- 
creased or  decreased  at  appro- 
priate intervals  and  according  to 
individual  response.  Added  ther- 
apeutic effect  is  rarely  to  be 
expected  over  300  mg.  per  day. 
In  patients  with  very  mild  symp- 
tomatology, and  emotional  symp- 
toms accompanying  organic 
disease,  lower  doses  may  suffice; 
some  have  been  controlled  on 
doses  as  low  as  25-50  mg.  per  day. 

Expected  activity 

Antianxiety  effect:  onset  of  anti- 
anxiety effect  of  Sinequan  is 
prompt,  comparable  to  that  of  the 
benzodiazepine  tranquilizers 
such  as  chlordiazepoxide  and 
diazepam. 

Antidepressant  effect:  onset  of 
antidepressant  effect  is  compa- 
rable to  that  of  tricyclic  antide- 
pressants such  as  amitriptyline. 


Sinequan  is  avail- 
able as  10  mg.,  25 
mg.,  and  50  mg. 
capsules  in  bot- 
tles of  100; 25  and 
50  mg.  capsules 
in  bottles  of  1000. 


How  supplied 
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When  it’s  more  than  a bad  cold 


your  patient  can  feel  better 
while  he’s  getting  better 


Achrocidin* 

Tetracycline  HC1— Antihistamine— Analgesic  Compound 

Each  tablet  contains:  ACHROMYCIN®  Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.; 
Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  citrate  25  mg. 


In  tetracycline-sensitive  bacterial  infection  complicating  respiratory  allergy,  ACHROCIDIN 
brings  the  treatment  together  in  a single  prescription  — prompt  relief  of  headache  and  conges- 
tion together  with  effective  control  of  the  organisms  frequently  responsible  for  complications 
leading  to  prolonged  disability  in  the  susceptible  patient. 

For  children  and  elderly  patients  you  may  prefer  caffeine-free  ACHROCIDIN  Syrup.  Each 
5 cc  contains:  ACHROMYCIN  ( Tetracycline ) equivalent  to  Tetracycline  HCl  125  mg.;  Phen- 
acetin 120  mg.;  Salicylamide  150  mg.;  Ascorbic  Acid  (C)  25  mg.;  Pyrilamine  Maleate  15  mg. 


Contraindications:  Hypersensitivity  to  any  compo- 
nent. 

Warning:  In  renal  impairment,  since  liver  toxicity  is 
possible,  lower  doses  are  indicated;  during  prolonged 
therapy  consider  serum  level  determinations.  Photo- 
dynamic reaction  to  sunlight  may  occur  in  hyper- 
sensitive persons.  Photosensitive  individuals  should 
avoid  exposure;  discontinue  treatment  if  skin  dis- 
comfort occurs. 

Precautions:  Drowsiness,  anorexia,  slight  gastric  dis- 
tress can  occur.  In  excessive  drowsiness,  consider 
longer  dosage  intervals.  Persons  on  full  dosage 
should  not  operate  vehicles.  Nonsusceptible  organ- 
isms may  overgrow;  treat  superinfection  appropri- 
ately. Treat  beta-hemolytic  streptococcal  infections 
at  least  10  days  to  help  prevent  rheumatic  fever  or 
acute  glomerulonephritis.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming  tissue  and 


may  cause  dental  staining  during  tooth  development 
(last  half  of  pregnancy,  neonatal  period,  infancy, 
early  childhood). 

Adverse  Reactions:  Gastrointestinal—  anorexia,  nau- 
sea, vomiting,  diarrhea,  stomatitis,  glossitis,  entero- 
colitis, pruritus  ani.  Skin  — maculopapular  and 
erythematous  rashes;  exfoliative  dermatitis;  photo- 
sensitivity; onycholysis,  nail  discoloration.  Kidney 
-dose-related  rise  in  BUN.  Hypersensitivity  reac- 
tions—urticaria,  angioneurotic  edema,  anaphylaxis. 
Intracranial—  bulging  fontanels  in  young  infants. 
Teeth— yellow-brown  staining;  enamel  hypoplasia. 
Blood— anemia,  thrombocytopenic  purpura,  neutro- 
penia, eosinophilia.  Liver— cholestasis  at  high  dosage. 

Upon  adverse  reaction,  stop  medication  and  treat 
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If 

you  don’t  use 

Zip  Code, 

don’t  gripe 
about  the  mail 

“Oh,  the  mail’s  too  slow.” 

“You’re  never  sure  it’s  going  to  get  there  on  time.” 

“It  should  have  come  yesterday.” 

At  the  Post  Office,  we  know  mail  service  can  be  improved. 

But  we’re  faced  with  a problem  that  would  stagger  anybody. 

We  have  to  handle  a volume  of  mail  that’s  growing  by  billions  a year. 

Fortunately,  we  have  the  answer. 

Zip  Code. 

There’s  just  one  problem. 

A lot  of  people  aren’t  putting  Zip  Codes  on  their  addresses. 

They  aren’t  putting  Zip  Codes  on  their  return  addresses. 

Some  don’t  even  know  their  own  Zip  Codes. 

Ironic,  isn’t  it. 

The  Post  Office  is  being  swamped. 

We  know  the  way  to  keep  up. 

We  know  the  way  to  give  better  and  better  service. 

But,  still,  some  people  would  rather  gripe  than  help. 


M ail  moves  the  country— ZIP  CODE  moves  the  mail ! 


advertising  contributed  for  the  public  good 


THE  CHANGING  PATTERN  OF 
INFECTIVE  ENDOCARDITIS 


José  Fernández  Martínez,  MD 
Filiberto  Colón,  MD 


The  San  Juan  City  Hospital  serves  a city  of  ap- 
proximately 700,000  inhabitants.  It  is  a general 
lospital  of  522  beds.  This  study  was  conducted  in  its 
Department  of  Medicine  which  has  106  beds  being 
jctively  used.  The  yearly  turn  over  of  patients  to 
the  Department  of  Medicine  is  approximately  2,400 
idmissions.  The  entire  hospital  handles  approximately 
19,000  admissions  per  year. 

Incidence 

During  the  period  from  July  1966  to  December  1968 
we  had  twelve  cases  of  bacterial  endocarditis.  This 
represents  an  incidence  of  4.8  cases  per  year  for  this 
30  months  study  period  (see  Table  I).  Studies  con- 
ducted in  the  United  States  show  that  the  disease 
occurred  during  recent  years  about  once  in  every 
4,000  hospital  admissions  (5).  A number  of  studies 
have  provided  data  indicating  that  this  frequency  is 
'significantly  less  than  it  was  prior  to  1944  when 
penicillin  was  introduced,  and  it  is  likely  that  wides- 
pread use  of  antibiotics  has  actually  decreased  the 
prevalence  of  this  condition.  A number  of  other 
factors,  however,  may  influence  the  frequency  of  the 
disease,  the  most  important  single  factor  being  related 
to  the  incidence  of  rheumatic  fever  in  the  particular 
population  involved.  In  our  series  the  high  incidence 
of  drug  addiction  in  the  population  served  is  of  sig- 
nificant importance. 

Age  Distribution 

The  age  distribution  in  our  patients  was  from  19 
years  to  74  years  with  an  average  of  35  years.  In 
Tompsetts  series  (1957  to  1963)  the  average  was 
44  years  (5).  The  disease  is  uncommon  below  the 
age  of  10  years.  In  many  earlier  reports  the  peak 
incidence  was  in  the  third  decade  of  life.  More 


A review  of  cases  from  the  San  Juan  City  Hospital, 
Department  of  Medicine,  from  July  1966  to  December  1968. 


recent  series  show  the  frequency  to  be  about  the 
same  from  the  third  through  the  six  decade.  The 
average  age  of  the  100  patients  with  bacterial  endo- 
carditis (B.  E.)  studied  at  the  New  England  Medical 
Center  Hospitals  was  forty-nine  and  seven- tenths  years, 
it  was  fifty-four  years  in  fifty  seven  patients  with 
subacute  bacterial  endocarditis  (SBE).  Sixty  per  cent 
of  their  entire  group  of  patients  was  over  fifty  years 
of  age  (4).  Various  studies  clearly  indicate  that 
endocarditis  had  become  strikingly  more  frequent  in 
older  age  groups  over  the  past  twenty  years.  Our 
series  shows  a younger  average  age  because  of  the 
high  incidence  of  young  addicts  in,  this  study  period. 

Sex  Predilection 

The  sex  incidence  in  our  series  shows  a ratio  of 


TABLE  I:  INCIDENCE  OF  HOSPITALI- 

ZED PATIENTS  WITH  BACTERIAL  ENDO- 
CARDITIS 


Hospital  Period  of  Study  No.of  Cases/ Y ear 

Charity,  New 


Orleans  (1) 

1946-1955 

25 

1957-1963 

4 1/2 

Strong  Memorial, 

Rochester  (1) 

1945-1963 

10 

Cook  Country, 

Chicago  ( 2) 

1943-1949 

65 

1950-1952 

20 

Mayo  Clinic  ( 3) 

Up  to  1945 

60 

1951-1957 

28 

New  England  Medical 

Center,  Boston  (4) 

1956-1964 

11 

San  Juan  City  Hos- 

pital  (Present  Report) 

1966-1968 

4 8/10 
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TABLE  II:  PHYSICAL  FINDINGS  IN  BACTERIAL  ENDOCARDITIS 


Sex  Age  Fever  Temp,  on  A dm.  Blood  Pressure  Skin  Spleen  Mental  Status 


Case  1 

F 

50 

3 mo. 

97.6 

Case  2 

M 

41 

5 mo. 

100.0 

Case  3 

M 

21 

14  days 

102.6 

Case  4 

M 

61 

10  days 

99.4 

Case  5 

M 

74 

2 days 

96.8 

Case  6 

M 

28 

5 days 

99.0 

Case  7 

M 

38 

7 days 

101.0 

Case  8 

M 

32 

60  days 

98.6 

Case  9 

M 

28 

7 days 

105.4 

Case  10 

M 

33 

30  days 

103.6 

Case  11 

F 

19 

30  days 

100.4 

Case  12 

M 

19 

7 days 

98.6 

5 males  to  1 female.  Males  predominate  over  females, 
consistently  but  to  a varying  degree  in  most  series. 
Kerr  (6)  found  a 3:1  to  5:1  preporerance  of  men  in 
the  older  years;  he  called  attention  to  the  occurrence 
of  BE  at  an  earlier  age  in  females. 

Clinical  Features 

Fever 

All  of  our  patients  gave  a history  of  fever  prior 
to  admission  to  the  hospital  (Table  II).  Oral  tempera- 
ture at  the  time  of  admission  to  the  hospital  wasl00° 
F or  over  in  50  percent  of  our  patients.  Fever  is  the 
major  systemic  sign  of  infection  in  bacterial  endocar- 
ditis. Virtually  every  patient  may  be  shown  to  be 
febrile  if  carefully  observed  over  a period  of  even  a 
few  days  in  the  absence  of  a few  factors  which  alter 
the  temperature.  Bacterial  endocarditis  may  for  at 
least  short  periods,  be  associated  with  normal  tempera- 
tures in  severe  congestive  heart  failure,  uremia,  in 
massive  intracerebral  or  subarachnoid  bleeding  and 
with  the  administration  of  adrenal  glucocorticoids. 
Many  antimicrobial  drugs,  including  those  which  will 
rarely  cure  BE,  may  keep  the  temperature  normal. 

I he  administration  of  salicylates  or  other  antipyretic 
drugs  will  alter  the  fever  course  in  BE,  however,  or- 
dinary doses  of  salicylates  will  generally  not  keep 
the  temperature  normal  for  any  sustained  period. 
Nevertheless,  with  these  relatively  few,  easily  recog- 
nized and  relatively  rare  exceptions,  one  may  anticipate 
that  the  patient  with  BE  will  have  fever. 

Muscle  aches  and  vague,  general  malaise  are  almost 
always  present.  Arthralgia,  headache,  light-headedness, 
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110/70 

Negative 

Palpable 

Normal 

120/80 
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Palpable 
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110/70 

Negative 
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90/60 

Pustules 

Palpable 

Stupurous 

120/70 

Jaundice 

Not  Palpable 

Normal 

150/60 
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Palpable 

Normal 

110/85 
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Not  Palpable 

Confused 

Delirious 

120/70 

Negative 

Palpable 

Confused 

110/60 

Negative 

Not  Palpable 

Normal 

120/75 

Petechiae 

Palpable 

Drowsy 

mild  chest  pain,  unproductive  cough  and  minor  gastro- 
intestinal disturbances  are  frequent. 

Underlying  Heart  Disease 

Most  patients  with  bacterial  endocarditis  will  have 
some  underlying  type  of  heart  disease,  and  the  physical 
findings  will  thus  include  all  of  the  manifestations  of 
the  particular  heart  disease  involved.  The  most  common 
pre-existing  lesions  is  rheumatic  valvulitis.  The  sites  of 
involvement  in  order  of  frequency  are  (a)  mitral  and 
aortic  valves  simultaneously,  (b)  mitral  valve  and  (c) 
aortic  valve.  It  rarely  arises  in  valves  which  are  deformed 
by  syphilitic  aortitis.  In  drug  addicts  the  tricuspid  and 
pulmonic  valve  may  be  involved.  It  may  involve  the 
aortic  valve  in  older  individuals  with  cacific  aortic 
stenosis.  Of  the  congenital  lesions,  the  one  most 
frequently  associated  with  bacterial  endocarditis  is 
patent  ductus  arteriosus  (infective  endarteritis).  The 
disease  occurs  also  in  ventricular  septal  defects,  bicuspid 
aortic  valve,  tetralogy  of  Fallot,  coarctation  of  the  aorta 
and  in  other  less  common  lesions.  Bacterial  endocarditis 
is  notably  rare  in  atrial  septal  defect. 

In  our  series  of  12  cases,  two  had  congenital  heart 
disease,  four  had  rheumatic  heart  disease  and  six  were 
heroin  addicts  with  presumably  no  underlying  heart 
disease. 

Cardiac  Murmurs 

On  admission  eight  patients  had  a heart  murmur 
while  four  patients  had  no  cardiac  murmurs  (see  Table 
III).  Pankey  (7,  8)  emphasized  the  importance  of 
distinguishing  ABE  from  SBE  when  analyses  of  the 
incidence  of  murmurs  are  made;  of  167  patients  with 
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TABLE  III:  CARDIAC  FINDINGS 


On  Admission 

During  Hospitalization 

Valve  Involvement 

Case  1 

Machinery  M at  2nd. 

LICS; PSB 

Same 

PDA 

Case  2 

Holosystolic  M at 

Apex 

Same 

Mitral 

Case  3 

Systolic  M at  3-4th 

LICS,  PSB 

Same 

Tricuspid  (?  ) VSD 

Case  4 

Systolic  M at  Apex 

Same 

Mitral 

Case  5 

NoM 

Systolic  M at  Apex 

Mitral 

Case  6 

Systolic  M at  Apex 

Same 

Mitral 

Case  7 

NoM 

Systolic  M at  Base  (Aortic) 

Aortic 

Case  8 

To  and  Fro  M at  Aortic  Focus 

Same 

Aortic 

Case  9 

NoM 

Diastolic  M at  Aortic  Focus 

Aortic 

Case  10 

Systolic  M at  Pulmonic  Focus 

Diastolic  M at  Pulmonic  Focus 

Pulmonic 

Case  11 

No.  M 

Systolic  M at  Aortic  Focus 

Aortic 

Case  12 

Holosystolic  M at  4-5th 

ICS,  PSB 

Same 

Tricuspid 

the  subacute  disease,  only  1 (0.5  percent)  was  free 
of  murmurs,  this  was  true  in  7 of  54  cases  (13  percent) 
of  ABE. 

The  incidence  of  various  types  of  heart  disease  in 
the  100  patients  studied  at  the  New  England  Medical 
Center  Hospital  (9)  showed  that  in  39  percent  no 
antecedent  cardiac  disorder  could  be  discovered  dur- 
ing life  or  on  examination  of  autopsy.  Although 
most  endocarditis,  even  today,  is  superimposed  on 
valves  deformed  by  rheumatic  fever,  the  frequency 
of  the  association  is  much  less  than  the  80  to  90 
per  cent  reported  in  the  past  (6).  The  absence  of  an 
underlying  cardiac  lesion  is  most  common  in  cases  of 
ABE,  particularly  when  staphylococcus  aureus  is  the 
responsible  organism. 

Portal  of  Entry 

The  portal  of  entry  of  SBE  is  often  not  apparent. 
In  ABE,  especially  that  due  to  the  staphylococcus, 
on  the  other  hand,  it  is  much  more  often  possible 
to  document  a preceding  extracardiac  infection. 
In  half  of  the  cases  of  staphylococcal  endocarditis 
reviewed  by  Dowling  et  al  (10)  there  was  no  ob- 


vious portal  of  entry.  In  the  others,  the  commonest 
predisposing  factors  appeared  to  be  “main-line”  use 
of  heroin  or  morphine,  dental  extractions,  infections 
of  the  teeth,  skin,  or  genito-urinary  organs,  instrumen- 
tation of  the  urinary  tract,  abscesses  of  the  lungs,  paro- 
tid gland  or  bone  and  puerperal  sepsis.  Major  and 
minor  surgical  procedures,  including  abortion,  urethral 
manipulation  and  prolonged  intravenous  infusions  were 
noted  by  Panky  (7).  In  cases  of  SBE  predisposing  fac- 
tors were  upper-respiratory  tract  infection,  dental  mani- 
pulations, surgical  procedures,  urinary-tract  infection 
or  instrumentations,  parturitian  or  abortion,  trauma, 
cardiac  catheterization,  bums,  insect  bites,  and  heroin 
use. 

Narcotics  addiction  is  a frequent  predisposing  factor 
in  endocarditis.  When  valvular  infection  follows  intra- 
venous injection  of  sclerosing  or  contaminated  materials, 
the  disease  is  usually  acute  and  involves  the  tricuspid 
valve  most  often,  especially  in  heroin  “main-liners”  (1 1). 

Keer  (6)  suggested  that,  as  the  population  ages, 
arteriosclerotic  heart  disease  (e.  g.  mural  thrombus) 
would  probably  become  a significant  antecedent  lesion 
predisposing  to  the  development  of  BE.  Many  older 
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persons  have  apical  and  basal  systolic  murmurs,  pro- 
bably arteriosclerotic  in  origin,  that  need  not  be  a cause 
for  concern  in  most  cases.  However,  since  existing 
murmurs  may  not  change  in  character  despite  super- 
imposed valvular  infection,  the  presence  of  this  finding 
together  with  a prolonged  unexplained  fever  must 
raise  the  possibility  of  infective  endocarditis  (12). 

Cutaneous  Manifestations 

Petechiae  are  the  most  common  cutaneous  mani- 
festations of  infective  endocarditis.  They  were  the 
only  dermal  manifestations  present  in  our  cases  and 
they  were  noted  in  four  of  our  twelve  cases.  The 
reported  incidence  of  these  lesions  in  recent  series 
has  ranged  from  19  to  40  per  cent  (13,  14).  Pankey 
(7,  8)  suggested  that  35  per  cent  of  persons  with  ABE 
and  70  percent  of  these  with  SBE  exhibit  petechiae. 
Osier’s  nodes  are  now  thought  to  present  a hyper- 
sensitivity reaction  (15).  Osier’s  nodes  are  at  present 
less  common,  recent  reports  describe  an  incidence  of 
only  10  to  13  per  cent  (8).  These  lesions  may  be 
present  in  ABE,  systemic  lupus  erythematosus,  “ma- 
rantic” thrombotic  endocarditis,  typhoid  fever  or  gono- 
coccal infections  (14,  15). 

The  diagnostic  value  of  subungual  splinter  hemorr- 
hages has  recently  been  questioned  because  surveys 
have  disclosed  these  lesions  in  10  to  66  per  cent 
of  persons  in  whom  no  type  of  infection  could  be 
demonstrated  (16,  17).  Advanced  age  and  trauma 
appear  to  have  been  causative  factors  in  these  cases. 
Much  more  characteristic  are  the  petechiae  appearing 
on  the  buccal  mucous  membrane  or  on  the  conjunctivas 
which  if  watched  as  they  appear  and  disappear  in  the 
course  of  few  days  they  become  important  diagnostic 
signs.  Also  to  be  looked  for  are  the  flame-shaped 
hemorrhages  in  the  choroid  (Roth’s  Spots)  and  lesions 
in  the  palms  of  the  hands  or  the  soles  of  the  feet 
(Janeway ’s  spots). 

The  incidence  of  clubbing  of  the  fingers  in  pa- 
tients with  infective  endocarditis  has  decreased  con- 
siderably in  recent  years.  Recent  series  indicate  an 
incidence  of  12  to  52  per  cent  (8,  13,  14).  Lerner  and 
Weinstein  found  an  incidence  of  7 per  cent  in  their 
series  of  cases  with  SBE  and  in  13  per  cent  of  their 
series  of  one  hundred  patients  with  infective  endocar- 
ditis as  a whole  (4). 

Splenomegaly 

Splenic  enlargement  has  long  been  considered  an 
important  diagnostic  feature  of  SBE.  It  was  found 
to  be  palpable  in  five  of  our  twelve  patients  for  an 
incidence  of  42  per  cent.  The  longer  the  duration 


of  the  illness,  the  more  likely  is  this  organ  found  to 
be  enlarged.  For  this  reason  splenomegaly  is  more 
common  in  SBE  than  in  ABE  (7,  8).  Splenic  enlarge- 
ment was  present  in  44  percent  of  Lerner ’s  series 
(4)  with  SBE  and  in  23  percent  of  those  with  ABE. 
Other  investigations  have  reported  an  incidence  of 
splenomegaly  of  28  to  57  per  cent  in  infective  endo- 
carditis as  a group  (13,  14,  18). 

Embolic  Phenomena 

Embolization  of  various  tissues  and  organs  is  a 
cardinal  feature  of  SBE.  It  usually  occurs  late  in 
the  course  of  the  disease  but  it  may  be  the  initial 
insult  in  about  a third  of  the  cases.  One  of  the 
significant  changes  that  appears  to  have  taken  place 
in  the  natural  history  of  SBE  has  been  a decrease 
in  clinically  recognized  embolic  episodes,  although 
autopsy  studies  continue;  to  demonstrate  a relatively 
high  incidence  of  embolization.  Emboli  to  the  spleen 
were  seen  in  44  percent  and  to  the  Kidneys  in  56  per- 
cent of  the  autopsied  cases  reported  by  Lerner  and 
Weinstein  (9).  Embolization  of  large  arteries  of  the 
extremities  is  an  uncommon  event  in  SBE,  probably 
because  the  emboli  are  small.  This  phenomenon  is 
more  frequent  in  fungal  endocarditis  since  the  vege- 
tations are  large  and  friable  and  the  fragments  that 
break  away  large  enough  to  produce  major  occlusion 
(19,  20).  The  central  nervous  system  may  be  the  site 
of  embolism  and  Jockmann’s  maxim  “in  hemiplegia 
in  young  adults  always  think  of  SBE”  still  holds  true. 
Small  coronary  artery  emboli  often  go  undetected 
while  the  patient  is  alive  but  Brunson  (22)  found 
them  in  40  to  60  per  cent  of  cases  in  which  myocardial 
tissue  was  carefully  examined. 

Sudden  partial  or  total  loss  of  vision  may  follow 
deposition  of  an  embolus  in  the  central  retinal  artery 
in  the  course  of  BE. 

Embolic  complications  late  in  the  course  of  infective 
endocarditis  are  common.  Shrinking  and  fragmentation 
of  the  valvular  vegetations  during  healing  and  release  of 
small  pieces  of  thrombus  into  the  circulation  are  pro- 
bably responsible  for  most  of  the  episodes  (1).  Em- 
bolism may  occur  as  long  as  eight  to  twenty  months 
after  complete  bacteriologic  and  clinical  cure  (1,  23). 

Congestive  Heart  Failure 

Congestive  heart  failure  is  uncommon  in  the  early 
stages  of  SBE.  The  infrequent  occurrence  of  bacterial 
endocarditis  in  persons  with  established  cardiac  decom- 
pensation is  well  known  (6).  Before  the  availability 
of  effective  therapy  about  50  to  60  percent  of  patients 
dying  of  infective  endocarditis  had  heart  failure.  Re- 
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TABLE  IV:  LABORATORY  FINDINGS  IN  BACTERIAL  ENDOCARDITIS 


HGB  (Cm.) 

WBC 

BUN  (Mg.Percent) 

Chest  Plate 

ECG 

Other  Illnesses 

Case  1 

11.7 

9,606 

13.0 

Negative 

OCC.  PVC’s 

Congenital  Heart 

Disease,  P.D.A. 

Case  2 

9.3 

9,300 

11.0 

Pneumonia 

Cardiomegaly 

I.R.B.B.B. 

Heroin  Addiction 

Case  3 

13.0 

13,000 

10.5 

Negative 

L V H 

Congenital  Heart 

Disease,  V.  S.  D. 

Case  4 

9.0 

12,739 

26.0 

Negative 

L V H 

RH.  Heart  Disease 

Mitral  Ins. 

Case  5 

9.8 

17,089 

69.0 

Negative 

1st.  Degree 

AV  Block 

RHD  Presumed 

Case  6 

12.7 

19,269 

97.0 

Negative 

L V H 

RH.  Heart  Disease, 

M.S., 

Staphylococcemia 

Case  7 

8.2 

12,023 

Pulmonary 

V ascular 
Congestion 

L V H 

Heroin  Addiction, 
Hepatitis 

Case  8 

13.8 

12,700 

14.0 

Cardiomegaly 
Pulm.  Vase. 
Congestion 

Suggest 

Old  Ant.  Wall 
Infarction 

Heroin  Addiction 

Case  9 

12.4 

12,800 

Negative 

Heroin  Addiction 

Case  10 

10 

3,400 

14 

Infiltrate 

Left  Upper 
Lobe 

Heroin  Addiction 

Case  11 

L VH 

Heroin  Addiction 

Case  12 

Rheumatic  Heart 

Disease 

Mental  Defficiency 

cent  experience  indicates  that  cardiac  decompensation 
carries  a poor  prognosis  and  is  the  commonest  cause  of 
death  in  persons  with  bacterial  endocarditis  (9).  Heart 
failure  may  be  almost  as  frequent  in  SBE  as  in  ABE  (7). 

Laboratory  Findings 

The  laboratory  findings  in  our  series  of  patients  is 
summarized  in  Table  IV  along  with  the  electrocardio- 
graphic and  main  roentgenographic  findings. 

Hematologic  Findings 

The  incidence  of  anemia  has  been  reported  to  range 
from  50  to  80  per  cent  (7,  13,  14).  In  general,  the 
degree  of  anemia  is  related  to  the  duration  of  the  in- 
fection, although  with  the  more  virulent  organisms 


it  may  develop  rapidly.  Acute  hemolysis  may  occur 
in  both  SBE  and  ABE  but  it  is  quite  rare.  Although 
the  white-cell  count  may  be  elevated  it  is  frequently 
normal,  and  may  even  be  low  in  SBE.  Pancytopenia 
may  be  present  rarely  in  BE. 

Blood  obtained  from  the  earlobe  of  patients  with 
BE  contain  an  increased  number  of  all  types  of  white 
cells  and  a predominance  of  histiocytes  (24). 

The  erythrocyte  sedimentation  rate  is  elevated  in 
most  cases  of  infective  endocarditis.  Hyperglohuline- 
mia,  with  inversion  of  the  albumin  globulin  ratio  is  a 
common  finding  when  the  disease  is  prolonged.  Rheu- 
matoid factor  was  present  in  the  serum  of  50  per  cent 
of  patients  with  SBE  decreased  or  disappeared  entirely, 
in  a number  of  cases,  after  successful  treatment  (25). 
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Renal  Function 

l he  blood  urea  nitrogen  may  be  increased  in  relation 
to  tlie  severity  of  the  renal  damage.  Renal  failure  is 
usually  present  in  the  late  stages  of  BE  and  is  often  due 
to  glomerulonephritis.  Although  renal  infarction  and 
focal  embolic  glomerulonephritis  are  common  in  SBE 
they  are  infrequently  responsible  for  kidney  failure 
(26).  The  uremic  stage  of  SBE  is  characterized  by 
little  or  no  fever,  absence  of  hypertension  and  an  inordi- 
nately high  incidence  of  negative  blood  culture  (26). 

It  has  been  suggested  that  the  frequency  with  which 
nephritis  is  detected  clinically  in  patients  with  infective 
endocarditis  has  been  decreasing,  the  incidence  of 
renal  insufficiency  in  SBE  fell  from  a range  of  25  to 
35  percent  in  the  prepenicillin  era  to  less  than  10  per- 
cent after  that  antibiotic  became  available  (27). 

Blood  Cultures 

I lie  most  important  finding  in  infective  endocarditis 
is  the  result  of  the  blood  culture.  Analysis  of  the  results 
of  blood  culture  studies  in  infective  endocarditis  pu- 
blished from  1932  to  1948  indicates  that  they  were 
negative  in  9.8  to  26.6  per  cent  (6,  28).  With  few 
exceptions  most  reports  since  1951  have  recorded 
failure  to  demonstrate  bacteremia  in  7 to  28  per  cent 
of  this  disease.  One  of  the  major  factors  determining 
the  percentage  of  negative  blood  cultures  appears  to 
be  the  previous  administration  ol  antibiotics. 

In  the  average  patient  the  risks  of  waiting  a few 
days  to  be  certain  that  positive  blood  cultures  are  ob- 
tained are  outweighed  by  the  benefit  the  patient  re- 
ceives from  confirmation  of  the  diagnosis  and  an  accur- 
ate bacteriological  etiology. 

Occasionally,  patients  present  themselves  acutely 
ill,  with  rapidly  progressive  disease,  congestive  heart 
failure,  severe  anemia  or  hyperpyrexia.  In  these 
patients  therapy  should  be  instituted  at  once  after 
5 °r  6 b,ood  cultures  are  obtained  and  altered  later 
when  the  bacteriologic  studies  are  completed.  In 
the  vast  majority  of  patients,  however,  it  is  best 
to  wait  at  least  a day  or  two  to  determine  if  the 
¡flood  cultures  are  showing  growth  and  are  not  ob- 
viously contaminated.  One  may  estimate  that  if  the 
diagnosis  of  bacterial  endocarditis  is  suspected,  if  no 
antibiotics  have  been  given  and  if  five  blood  cultures 
are  negative,  there  is  probably  only  about  2-4  percent 
chance  that  the  patient  has  bacterial  endocarditis  (5). 

!f  any  antibiotics  have  been  administered  in  the  recent 
past,  the  evaluation  of  negative  blood  cultures  becomes 
much  more  difficult.  In  general,  if  the  antibiotics 
are  withdrawn  positive  blood  cultures  will  be  obtained 


within  one  week  in  endocarditis  due  to  streptococcus 
viridans  and  within  two  to  three  days  in  staphylococcal 
or  enterococcal  endocarditis  (5). 

Among  the  factors  that  may  be  responsible  for  fai- 
lure to  recover  organisms  from  the  circulation  of  some 
patients  with  infective  endocarditis  are  the  use  of  anti- 
biotics in  etiologically  undefined  febrile  illness,  right- 
sided endocarditis,  prolonged  duration  of  SBE  (“bac- 
teria-free  state  *),  presence  of  renal  disease  and  errors 
in  the  technics  of  obtaining  and  culturing  (6)  the  blood 
specimen. 

All  of  our  patients,  except  one  that  died  10  hours 
after  admission  (case  number  12),  had  at  least  3 positive 
blood  cultures.  Six  had  coagulase  positive  staphy- 
lococcus aureus.  Three  cases  were  positive  for  strepto- 
coccus viridans,  one  showed  anaerobic  streptococcus 
and  one  had  pseudomonas  aeruginosa.  No  evidence 
of  mixed  infections  were  observed. 

Tables  IV  and  V give  the  result  of  the  blood  cultures, 
the  antibiotics  used  along  with  the  duration  of  the 
therapy  and  the  underlying  or  associated  illness.  It 
can  be  seen  that  four  of  the  six  patients  in  whom 
staphylococcus  aureus  was  cultured  were  heroin  ad- 
dicts. The  valve  most  commonly  affected  in  our 
heroin  addicts  was  the  aortic  valve.  Similar  findings 
were  noted  in  a recent  study  (29)  on  drug  addicts. 
No  instance  of  tricuspid  valve  involvement  was  ob- 
served in  our  neroin  addicts.  In  our  six  cases  of 
heroin  addiction  blood  cultures  revealed  staphyloco- 
ccus aureus  in  four  and  one  each  showed  hemo- 
lytic streptococcus  and  pseudomonas  aeruginosa. 

Evidence  of  pre  existing  heart  disease  was  pre- 
sent in  six  of  our  series  of  twelve  patients.  Two 
of  these  had  congenital  heart  disease  (one  patent 
ductus  arteriosus  and  one  ventricular  septal  defect) 
and  four  had  rheumatic  heart  disease  (2  proven  at 
autopsy,  2 clinically  suspected). 

Infective  endocarditis  is  a relatively  common  com- 
plication of  congenital  heart  disease  in  adults.  Telfman 
and  Levine  (30)  recorded  a 6.6  percent  incidence  of 
SBE  in  patients  with  this  type  of  cardiac  disorder, 
when  children  under  two  years  of  age  were  excluded 
the  incidence  was  16.6  percent.  Staphylococcus 
aureus  was  responsible  for  infection  more  often  than 
streptococcus  viridans  (30,  31). 

Treatment 

Streptococcal  Infections 

The  current  treatment  of  choice  in  SBE  due  to 
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TABLE  V 


Blood  Cultures 

Antibiotic  Therapy 

Duration  of  Therapy 

Case  1 

Anaerobic  Strep. 

Cephalothin 

20  days 

Case  2 

Alpha  Hemolytic  Strep. 

Cephalothin 

24  days 

Streptomycin 

10  days 

Aqueous  Penicillin 

15  days 

Procaine  Penicillin 

23  days 

Case  3 

Alpha  Hemolytk.  Strep. 

Aqueous  Penicillin 

1st.  Adm.  — 19  days 

Streptomycin 

2nd.  Adm.  — 50  days 

3rd.  Adm.  — 28  days 

Case  4 

Alpha  Hemolytic  Strep. 

Aqueous  Penicillin 

3 days 

Streptomycin 

1 day 

Case  5 

Staphylococcus 

Cephalothin 

15  days 

Aureous  Coag.  + 

Methicillin 

15  days 

Case  6 

Staphylococcus 

Aqueous  Penicillin 

15  days 

Aureous  Coag.  + 

Chloramphenicol 

15  days 

Methicillin 

10  days 

Cephalothin 

10  days 

Case  7 

Staph.  Aureus  Coag.  + 

Cephalothin 

19  days 

Case  8 

Staph.  Aureus  Coag.  + 

Aqueous  Penicillin 

11  days 

Chloramphenicol 

11  days 

Methicillin 

53  days 

Case  9 

Staphylococcus 

Aqueous  Penicillin 

37  days 

Aureus  Coag.  + 

Chloramphenicol 

37  days 

Methicillin 

21  days 

Oxacillin 

6 days 

Case  10 

Staph.  Aureus  Coag.  + 

Aqueous  Penicillin 

55  days 

Methicillin 

55  days 

Case  11 

Pseudomonas 

Cephalothin 

34  days 

Aeruginosa 

Colistin 

16  days 

Streptomycin 

12  days 

Case  12 

N/A 

Aqueous  Penicillin 

Streptomycin 

10  hours 

streptococcus  viridans  is  penicillin  G in  intravenous 
doses  of  6 to  12  million  units  per  day  for  four 
to  six  weeks.  For  patients  allergic  to  penicillin,  ce- 
phalothin  and  lincomycin  are  two  bactericidal  drugs 
of  proven  value  (32). 

In  our  series,  the  three  cases  of  SBE  due  to  alpha 
hemolytic  streptococcus  received  penicillin  but  other 
drugs  were  also  added  to  the  treatment  (Table  V). 
I wo  of  the  cases  survived  and  were  discharged  from 
the  hospital.  One  case  due  to  anaerobic  strepto- 
coccus was  treated  with  cephalothin  alone  for  twenty 
days  and  he  survived  the  episode  (Case  number  1 with 
patent  ductus  arteriosus). 


Enterococcal  Infections 

In  enterococcal  infections  the  fatality  rate  has  been 
about  50  per  cent  even  when  ideal  antibiotic  treatment 
was  employed  (1).  Treatment  with  Penicillin  (10  to 
40  million  units  per  day)  and  streptomycin  (1  gm  per 
day)  for  four  to  six  weeks  has  produced  cure  rates 
of  70  to  80  per  cent  in  recent  series  (6,  13,  33). 
Eighth  nerve  toxicity  due  to  streptomycin  is  a recog- 
nized hazard,  especially  in  older  persons  and  in  patients 
with  decreased  renal  function  (34).  In  cases  of  hyper- 
sensitivity to  these  drugs  successful  therapy  has  been 
accomplished  with  ristocetin  intravenously,  vancomycin 
alone,  erythromycin  combined  with  bacitracin  or  strep- 
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tomyein  and  novobiocin  and  streptomycin  or  bacitracin. 
The  semisynthetic  penicillin,  cephalothin  and  linco- 
mycin  are  probably  of  little  or  no  value  in  this  kind 
of  disease  since  enterococci  are  for  the  most  part 
either  not  very  sensitive  or  resistant  to  them  (35,  36). 

Staphylococcal  Infections 

Despite  early  diagnosis  and  prompt  treatment  with 
highly  active  antimicrobial  agents  the  fatality  rate 
in  staphylococcal  endocarditis  remains  high. 

In  our  series  of  12  cases,  six  had  positive  blood 
cultures  for  staphylococcus  aureus  (coagulase  positive). 
Four  of  these  six  cases  of  staphylococcal  endocarditis 
received  combined  therapy  with  penicillin  and  methi- 
cillin  (Staphcillin).  Methicillin  and  cephalothin  was 
used  in  one  case  and  the  other  received  cephalothin 
alone.  Three  of  the  cases  received  more  than  three 
antibiotics  (see  Table  V).  Of  the  six  cases  with  sta- 
phylococcal endocarditis  four  died  for  a mortality 
rate  of  66  per  cent.  Of  the  four  fatalities  two  were 
heroin  addicts.  When  the  staphylococcus  is  inhibited, 
using  the  in  vitro  sensitivity  test,  by  less  than  0.5 
unit  of  penicillin  per  ml,  penicillin  is  at  this  time 
the  drug  of  choice  and  it  should  be  administered 
for  a period  of  4 weeks  in  doses  of  10  million 
units  per  day  given  by  continuous  intravenous  in- 
fusion. For  staphylococci  which  are  resistant  to 
penicillin  G over  0.5  units  per  ml,  several  other 
drugs  may  be  considered  provided  the  microorganisms 
involved  are  sensitive  to  these  drugs.  These  include 
methicillin  (8-12  gm.  per  day),  oxacillin  (up  to  12 
gm.  per  day),  lincomycin  (1.8  gm.  per  day),  cepha- 
lothin (8-12  gm.  per  day),  vancomycin  (1  gm.  bid) 
and  nafcillin.  Methicillin  is  the  drug  of  choice  at  the 
present  time  and  the  dosage  should  be  a minimum 
of  8 gm.  per  day  given  either  in  the  form  of  1 gm.  I.M.. 
every  3 hours  or  by  intravenous  administration.  Dosage 
in  the  range  of  8 to  12  gm.  per  day  are  generally  con- 
sidered to  be  adequate.  It  is  generally  believed  that 
oral  treatment  has  no  place  in  the  management  of 
this  highly  lethal  disease  (5,  37). 

Uncommon  Bacterial  Infections 

It  is  difficult  to  generalize  about  the  therapy  of 
endocarditis  due  to  other  microorganisms,  since  the 
variety  of  these  is  so  great.  The  choice  of  a chemo- 
therapeutic agent  rests  on  the  results  of  in  vitro 
determination  of  drug  sensitivity  and  the  clinical 
response  of  the  patient.  Antimicrobial  combinations 
are  nearly  always  necessary  in  endocarditis  caused 
by  gram-negative  bacteria.  Mixtures  of  streptomycin 
or  polymycin  B with  chloramphenicol  or  a tetra- 


cycline have  been  recommended.  In  addition,  where 
drugs  other  than  penicillin  are  required  it  is  highly 
desirable,  whenever  possible,  on  the  basis  of  in  vitro 
sensitively  tests  to  choose  the  drugs  which  are  bac- 
tericidal in  their  action.  These  include  streptomycin, 
kanamycin,  colistin,  vancomycin,  neomycin  and  the 
semisynthetic  penicillin.  In  most  instances,  the  maxi- 
mum safe  dosage  of  these  drugs  should  be  used  (5). 

Our  case  due  to  pseudomonas  aeruginosa  was  treated 
successfully  with  cephalothin,  colistin  and  strepto- 
mycin. 

Mycotic  Infections 

In  endocarditis  due  to  yeasts  or  fungi,  the  only 
drug  available  is  amphotericin  B and  it  should  be 
administered  in  full  therapeutic  doses  for  at  least 
a total  of  3.0  gm.,  and  probably  more  if  possible. 
The  outlook  in  these  patients  has  been  very  dis- 
couraging in  the  past,  although  occasional  cures  are 
now  being  reported.  It  has  been  suggested  that  the 
large  fungal  vegetations  be  removed  surgically  while 
chemotherapy  is  being  given  (38). 

Endocarditis  with  Negative  Blood  Cultures 

Patients  with  SBE  with  negative  blood  cultures 
often  do  poorly  becuase  of  excessive  delay  in  therapy. 
Patients  with  probable  infective  endocarditis  should 
be  given  the  benefit  of  a trial  of  treatment.  If  it  is 
decided  that  SBE  is  present,  therapy  should  include 
both  penicillin  G and  streptomycin  because  the  cau- 
sative agent  if  often  an  enterococcus  (5,  13).  If  treat- 
ment appears  to  be  ineffective  the  dose  of  both  agents 
should  be  increased  (up  to  50  or  60  million  units  of 
penicillin  and  2 gm.  of  streptomycin  per  day)  before 
the  drugs  are  changed  (6,  39).  If  the  endocarditis 
appears  to  be  acute,  treatment  with  methicillin,  oxa- 
cillin, nafcillin,  cephalothin  or  lincomycin  merits  con- 
sideration because  there  is  a good  possibility  that 
Staph,  aureus  is  involved.  When  gram  negative  bacilli 
and  fungi  are  responsible  for  the  endocarditis  with 
negative  blood  cultures  it  is  frequently  impossible 
initially  to  select  an  effective  drug  because  specific 
clues  to  the  presence  of  these  organisms  are  com- 
monly lacking.  If  treatment  of  suspected  but  micro- 
biologicaliy  unproved  valvular  infection  appears  to 
be  effective  it  should  be  continued  for  at  least  four 
to  six  weeks. 

In  general  in  patients  with  staphylococcal  or  entero- 
coccal  bacteremia  the  likehood  of  endocarditis  is  great 
but  it  is  small  in  patients  with  bacteremia  due  to  gram 
negative  rods  (40). 
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TABLE  VI 


Complications 

Outcome 

Autopsy  Findings 

Case  1 

None 

Discharged 

Case  2 

None.  Heroin  Addict 

Discharged 

Case  3 

None 

Discharged 

Case  4 

Right  Hemiplegia 

Died 

Mitral  insufficiency. 

Rheumatic  vegetations,  mitral 
valve.  Embolic  Infarcts  Brain. 
Interstitial  Myocarditis 

Case  5 

Congestive  Heart  Failure 

Died 

Not  Performed 

Case  6 

Congestive  Heart  Failure 

Died 

V egetations  in  Mitral  V alve 

Septic  Abscesses  Brain,  Spleen, 

Liver  Kidney. 

Case  7 

None.  Heroin  addict 

Discharged 

Case  8 

Ruptured  Aortic  Leaflet 
Congestive  Heart  F ailure. 

Heroin  Addict 

Died 

Not  Performed 

Case  9 

Right  Hemiplegia 

Heroin  Addict 

Discharged 

V egetations  Aortic  V alve 

Rupture  Anterior  Aortic  Leaflet. 
Infarcts  Spleen,  Kidney,  Subarachnoi 
Hemorrhage. 

Case  10 

None.  Heroin  Addict 

Discharged 

Case  11 

None.  Heroin  Addict 

Discharged 

Case  12 

Septicemia 

Died 

Rheumatic  Endocarditis 

Vegetations  Tricuspid  valve 

Kidney  Infarcts. 

Anticoagulants 

Although  it  has  been  suggested  that  anticoagulants 
are  contraindicated  because  of  an  increased  danger  of 
hemorrhage  in  areas  infected  by  emboli  (13)  this  is 
probably  not  so;  these  drugs  should  be  used  for  the  same 
reasons  that  they  are  administered  to  persons  who  do 
not  have  endocarditis  (37). 

Surgical  Therapy 

Until  recently,  surgical  therapy  was  limited  to  remo- 
val of  the  spleen  when  it  was  infected  (41),  excision  of 
expanding  peripheral  mycotic  aneurysm  (42)  and,  in  the 
prepenicillin  era,  ligation  of  infected  patent  ductus 
arteriosus  or  arteriovenous  fistula  (6,  43).  Although 
attempts  to  exise  tissue  or  correct  valvular  tears  or 
perforations  in  the  presence  of  active  infection  are 
still  uncommon,  they  have  been  successful  in  a number 
of  cases  (38,  44).  Despite  effective  antimicrobial  drugs 


some  patients,  especially  those  who  are  treated  late, 
still  die.  Many  of  these  deaths  are  related  to  the  severe 
and  often  intractable  cardiac  decompensation  that 
results  from  extensive  damage  to  the  involved  valves 
(45).  It  is  obvious  that  only  surgical  repair  or  replace- 
ment can  alter  this  situation  favorably.  The  expansion 
of  surgical  treatment  in  both  active  and  healed  endocar- 
ditis would  appear  to  be  very  important. 

Prognosis 

Despite  the  availability  of  effective  antibiotics  the 
morbidity  and  mortality  of  this  disease  are  still  sig- 
nificant. The  overall  five-years  survival  has  been  repor- 
ted to  range  from  47  to  82  percent;  of  the  patients  who 
lived,  about  15  to  25  per  cent  were  incapacitated  by 
heart  failure  or  the  sequelae  of  embolization  (13,  46). 
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The  factors  that  have  prominent  roles  in  determining 
the  ultimate  outcome  are  the  age  of  the  patient,  the 
virulence  of  the  organism,  the  duration  of  the  ill- 
ness before  institution  of  therapy,  the  site  and  extend 
ot  valvular  involvement,  the  presence  of  renal  or 
cardiac  insufficiency,  or  both,  and  the  development 
of  complications  such  as  embolization,  mycotic  aneu- 
rysms, superinfections,  myocarditis  and  myocardial  abs- 
cess (47). 

Summary 

Twelve  cases  of  infective  endocarditis  have  been 
presented  as  seen  at  the  San  Juan  City  Hospital  during 
a thirty  month  study  period  from  July  1966  to  De- 
cember 1968.  This  represents  a frequency  of  4.8 

cases  per  year.  The  mortality  in  this  group  of  pa- 

tients was  fifty  per  cent.  Six  of  the  twelve  cases  were 
heroin  addicts,  four  were  considered  to  have  rheumatic 
heart  disease  and  two  had  congenital  heart  disease. 
The  high  percentage  of  heroin  addicts  without  under- 
lying heart  disease  serves  to  emphasize  the  high  inci- 
dence of  drug  addiction  in  the  young  members  of  the 
indigent  population  served  by  the  San  Juan  City  Hos- 
pital. 

A review  of  the  clinical  manifestations,  complica- 
tions, laboratory  findings,  treatment  and  prognosis 
is  presented. 

Throughout  the  text  an  effort  is  made  to  point 
out  the  changing  pattern  of  infective  endocarditis 
during  recent  years.  Notable  in  this  respect  is  the 
changing  spectrum  of  the  microorganisms  involved. 
There  has  been  decrease  in  the  cases  due  to  strepto- 
coccus viridans  (50  percent)  associated  with  the  wide- 
spread use  of  penicillin  and  an  increase  in  cases  due  to 
staphylococcy  to  approximately  29  percent  in  some 
series  (40).  There  has  been  an  increase  in  the  number 
of  cases  of  acute  infective  endocarditis  in  patients 
without  demonstrable  pre-existing  heart  disease.  The 
disease  is  also  appearing  more  often  in  older  persons. 
Successful  therapy  has  permitted  more  accurate  ob- 
servation of  the  course  of  the  disease  following  bac- 
teriologic  cure.  Changes  reflecting  the  influence  of 
surgical  intervention  on  this  serious  illness  have  also 
been  noted. 

Resumen 

Durante  el  período  de  treinta  meses  comprendido 
desde  julio  1966  hasta  diciembre  1968,  se  hizo  el 
diagnóstico  de  endocarditis  bacteriana  en  doce  pacientes 


ipe  ingresaron  al  Departamento  de  Medicina  del  Hospi- 
tal Municipal  de  la  ciudad  de  San  Juan.  Esto  representa 
una  frecuencia  de  4.8  casos  admitidos  al  hospital  al  año. 

La  mortalidad  en  este  grupo  fue  de  un  cincuenta  por 
ciento.  Seis  de  los  doce  casos  eran  adictos  a la  heroína, 
cuatro  casos  tenían  liebre  reumática  con  lesión  valvular 
y dos  tenían  enfermedad  congenita  del  corazón.  La 
incidencia  alta  de  adictos  a la  heroína  sin  evidencia 
de  eníermedad  cardíaca  antecedente  sirve  para  indicar 
la  probable  alta  prevalencia  de  narcómanos  en  la  pobla- 
ción indigente  servida  por  este  hospital. 

Se  repasan  las  manifestaciones  clínicas,  las  complica- 
ciones, hallazgos  de  laboratorio,  la  terapia  presente  y el 
pronóstico  de  esta  seria  enfermedad. 

A través  del  artículo  se  indican  algunos  de  los 
cambios  que  han  ocurrido  en  esta  entidad  clínico- 
patológica  en  años  recientes.  Se  ha  notado  una  dis-  , 
minución  en  la  frecuencia  de  infección  con  el  estrep- 
tococco  (50  porciento)  relacionado  al  uso  promiscuo 
de  la  penicilina  y un  aumento  en  los  casos  debido  al 
estafilococo  a aproximadamente  29  porciento  en  al-  I 
gunas  series  (40).  Se  ha  notado  un  aumento  en  los 
casos  de  endocarditis  infecciosa  en  sujetos  sin  enfer- 
medad cardiovascular  precedente.  La  enfermedad  está 
ocurriendo  con  más  frecuencia  en  pacientes  de  edad 
avanzada.  El  tratamiento  eficaz  ha  permitido  la  ob- 
servación detallada  del  curso  de  la  enfermedad  después 
de  una  cura  bacteriológica.  Se  describe  también  el 
progreso  obtenido  por  el  aumento  en  la  intervención 
quirúrgica  en  esta  condición. 
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ESCAPE  CAPTURE  BIGEMINY 

A Review  and  Report  of  Two  cases 


Charles  D.  Johnson,  MD 


Escape-capture  bigeminy  is  an  electrocardiographic 
pattern  characterized  hy  an  escape  beat  followed 
by  a normally  conducted  sinus  beat,  resulting  in  a stable 
pairing  of  beats  in  a bigeminal  arrangement  (1);  it 
represents  a type  of  discontinuous,  atrioventricular  in- 
terference dissociation,  with  ventricular  bigeminy,  in- 
dicating a ventricular  capture  alternating  with  a nodal 
escape  beat.  Escape-capture  bigeminy  has  been  clas- 
sified under  different  types  according  to  the  associated 
or  initiating  mechanisms.  Recently,  Castellanos  added 
another  type,  of  iatrogenic  nature  (2). 

This  is  a report  of  two  cases  of  escape-capture  bige- 
miny, one  produced  by  the  relatively  rare  mechanism 
of  sinoatrial  block,  and  the  other  by  the  more  common 
mechanism  of  atrioventricular  block. 

Case  Histories 

Case  1 

This  patient  was  a 34  year  old  female  who  was  known 
to  have  a heart  murmur  since  the  age  of  17  years.  She 
underwent  3 pregnancies,  which  were  associated  with  dyspnea 
and  hemoptysis,  or  resulted  in  a stillbirth  and  a premature 
baby  which  died.  Cyanosis  and  clubbing  were  noted  at  age 
29  years.  Subsequently,  she  became  more  symptomatic, 
with  easy  fatigability,  chest  pains,  dizziness,  palpitations  and 
dyspnea.  Digoxin  was  begun  on  10-11-68  (age  34  years) 
and  maintained  at  0.25  mgm.  daily.  Physical  examination 
revealed  mild  cyanosis  and  clubbing,  a right  ventricular  heave 
and  pulmonary  artery  accessibility,  a grade  2 short,  systolic 
murmur  at  the  pulmonary  area,  and  a widely  split,  fixed 
second  heart  sound  with  a loud  pulmonary  component  at 
the  pulmonary  area.  Roentgenograms  showed  right  ventricular 
enlargement,  a prominent  pulmonary  artery  and  central  hilar 
vessels,  compatible  with  an  atrial  septal  defect  with  pulmonary 
hypertension.  The  patient  underwent  two  cardiac  catheteriza- 
tions, at  the  ages  of  30  and  31  years,  with  indicator  dilution 
curves  and  angiograms.  These  demonstrated  an  atrial  septal 
defect  with  marked  pulmonary  hypertension  and  a bididirect- 
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ional  atrial  shunt.  The  pulmonary  artery  pressure  was  94/28 
mm.  mercury  and  the  femoral  artery  oxygen  saturation  was 
81  percent. 

Elec  trocardiograms 

An  electrocardiogram  taken  in  1964  revealed  a normal 
sinus  rhythm  with  a rate  of  60  per  minute.  Another  tracing 
done  in  the  same  year  revealed  a nonnal  sinus  rhythm  (P 
rate  of  65  per  minute  - 92  hundredths  of  a second-hs)  and 
atrioventricular  dissociation,  due  mainly  to  a slowing  of  the 
atrial  rate  (minimum  of  35  per  minute-  174  hs),  with  nodal 
escape  rhythm  --  Figure  1 a.  The  escape  interval  was  148  hs 
(rate  of  40).  The  PR  intervals  of  the  conducted  beats 
(second,  forth  and  sixth  beats)  varied.  The  atrial  rhythm 
may  be  2:1  sinoatrial  (SA)  block  or  marked  sinus  bradycardia, 
either  with  sinus  arrythmia,  or  it  could  represent  the  rhythm 
referred  to  by  some  authors  in  the  past  as  sinus  arrest. 

A complete  electrocardiogram  in  1965  (not  shown)  demons-  1 
trated  right  ventricular  hypertrophy  and  atrioventricular  (AV) 
dissociation.  The  atrial  and  ventricular  rates  were  variable, 
but  were  about  40  and  45  per  minute,  respectively.  One 
capture  beat  was  present  with  a change  in  the  QRS  configura- 
tion, and  occasional  sinus  beats  occurred.  Normal  sinus 
rhythm  was  again  present  in  a tracing  taken  in  1966;  this 
tracing  suggested  right  ventricular  hypertrophy,  and  incom- 
plete right  bundle-branch  block;  the  rate  was  60,  the  QRS 
interval  in  lead  V j was  0.09  second  wide,  and  there  were 
prominent  R waves  in  both  the  right  and  left  precordial 
leads.  AV  dissociation  was  present  in  a subsequent  electro- 
cardiogram in  1966-Figure  1 b.  The  P rate  ranged  from 
38  (160  hs)  to  52  per  minute  and  the  escape  interval  was 
136  hs.  This  same  rhythm  was  noted  again  in  1967.  A lead 
2 rhythm  strip  taken  on  11-4-68  revealed  AV  dissociation 
with  escape-capture  bigeminy  and  nodal  rhythm-Figure  1 c. 
Three  couplets  of  nodal  escape  beats  and  sinus  capture  beats 
were  seen  (one  illustrated);  the  P wave  rate  ranged  from  a 
rate  of  35  (172  hs)  to  53  per  minute,  and  the  escape  interval 
was  136  hs;  the  R-R  interval  of  the  couplets  was  59  hs  and 
tlie  PR  intervals  of  the  capture  beats  varied  from  0.37  to  0.40 
second.  The  R-P  intervals  of  the  couplets  were  0.22  second, 
whereas,  R-P  intervals  of  0.18  second  or  less  were  not  associated 
with  a capture  beat.  Other  portions  of  the  strip  showed  AV 
dissociation  with  a nodal  rhythm,  the  P wave  following  or 
incorporated  within  the  QRS  complex,  and  both  the  atria  and 
ventricles  having  a similar  rate  of  45  per  minute  (132  hs)  - 
isorhythmic  dissociation.  The  electrocardiogram  performed 
on  12-5-68  consists  of  the  usual  12  leads  and  a long  lead  2 
rhythm  strip.  It  demonstrated  right  axis  deviation,  a QRS 
interval  of  0.08  second,  and  nonspecific  ST  segment  and  T 
wave  abnormalities.  Escape-capture  bigeminy  was  present, 
best  demonstrated  in  the  lead  2 rhythm  Strip-Figure  1 d. 
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Fig.  1 c:  Electrocardiogram,  Lead  2.  Atrioventricular 
dissociation,  with  escape-capture  bigeminy,  and  nodal  rhy- 
thm. 11-4-68. 


Fig.  1 d:  Complete  electrocardiogram,  with  a long  rhy- 
thm strip  of  lead  2 illustrated  below.  A portion  of  lead  2 
is  diagrammed.  Atrioventricular  dissociation,  with  probably 
2:1  sinoatrial  block,  and  escape-capture  bigeminy.  12-5-68. 
Confer  with  description  of  electrocardiograms  in  text. 


The  couplet  R-R  intervals  were  variable,  ranging  from  56 
to  63  hs;  the  PR  intervals  of  the  capture  beats  varied  from 
0.26  to  0.36  second;  the  longest  escape  interval  was  148  hs 
(rate  of  40  per  minute).  There  was  an  inverse  R-P/P-R 


ratio  within  the  bigeminal  groups;  the  shorter  R-P  interval 
was  associated  with  a longer  P-R  interval  and  aberrant 
ventricular  conduction  of  the  earlier  capture  beats.  The 
R-P  intervals  varied  from  0.22  to  0.37  second;  an  R-P  interval 
of  0.18  second  or  less  was  not  followed  by  a capture  beat. 
The  shortest  P-P  interval  was  96  hs  (rate  of  62  per  minute), 
as  seen  in  lead  V5  ; the  longest  P-P  interval  was  203  hs  (rate 
of  29-30  per  minute).  Consecutive  intervals  measured  200, 
180,  187,  201,  203,  180,  142,  and  126  hs.  These  intervals 
are  not  exact  multiples,  but  the  shortest  and  longest  (96 
and  203  hs,  respectively)  are  compatible  with  2:1  sinoatrial 
block  associated  with  some  degree  of  sinus  arrythmia.  The 
effective  intersinus  interval,  A-C  (200  and  192  hs)  exceeds 
the  sum  of  the  escape  interval  and  the  refractory  period  follow- 
ing the  escape  beat. 

Case  2 

This  was  a 45  year  old  male  admitted  with  a typical 
history  of  an  acute  myocardial  infarction.  There  was  a 
history  of  bronchitis,  and  of  hypertension  6 years  prior, 
not  requiring  therapy.  Physical  examination  revealed  a blood 
pressure  of  160/100  and  a normal  cardiac  examination.  The 
serum  potassium  was  3.4  meq./l.  and  the  SGOT  was  134 
units. 

Electrocardiograms 

An  electrocardiogram  performed  on  8-4-69  showed  a sinus 
rhythm,  with  an  elevated  ST  segment  in  leads  2,  3,  and  avF. 
A tracing  taken  on  8-6-69  revealed  a recent  diaphragmatic 
infarction-Figure  2.  Escape-capture  bigeminy  secondary  to 
3:2  atrioventricular  block  was  present,  best  illustrated  in  lead 


Fig.  2:  Case  2.  Complete  electrocardiogram.  A portion 
of  lead  2 is  diagrammed  below.  Escape-capture  bigeminy 
due  to  3:2  atrioventricular  block.  8-6-69. 
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'2.  Two  out  of  3 sinus  impulses  were  blocked  at  the  level 
ot  the  AN  node;  there  were  2 ventricular  complexes  for  every 
i atrial  impulses,  and  1 conducted  (captured)  beat  for  every 
' atrial  impulses.  The  P-P  interval  measured  52  hs  for  an 
atrial  rate  of  115  per  minute;  the  R-R  interval  of  the  couplets 
measured  65  hs.  The  PR  interval  of  the  capture  beats  was 
0.1.  -0.20  second.  The  configuration  of  the  escape  beats 
and  the  capture  beats  differed,  as  seen  in  leads  and  V2. 
\n  electrocardiogram  done  a week  later  revealed  a sinus 
rhythm. 

Discussion 

Numerous  mechanisms  have  been  given  for  electro- 
cardiographic bigeminy.  Parsonnet  and  associates,  in 
1946,  described  27  mechanisms  of  bigeminal  rhythm 
(d).  Perelman  and  Miller  listed  8 mechanisms  which 
might  result  in  atrionodal  bigeminy;  one  was  nodal 
escape  heats  paired  with  sinus  beats  (pseudoreciprocal 
rhythm);  this  presented  with  the  sinus  nodal  pacemaker 
in  the  normal  location,  or  with  the  sinus  nodal  pace- 
maker outside  of  the  normal  location  (4). 

Shamroth  and  Dubb  presented  three  different  me- 
chanisms that  can  produce  escape-capture  bigeminy: 
(1).  Escape-capture  bigeminy  initiated  by  sinoatrial 
block;  (2).  Escape-capture  bigeminy  initiated  by  atrio- 
\ en  trie  u lar  block  (common);  and  (3).  Escape-capture  bi- 
geminy initiated  by  reversed  reciprocal  rhythm  (extre- 
mely rare  - 1 case)  (5).  Three  examples  of  iatrogenic  es- 
cape-capture bigeminy  were  described  by  Castellanos 
and  associates:  one  occurred  during  pacemaking  on  de- 
mand, another  during  atrio-synchronized  pacing,  and 
the  third  appeared  during  a period  of  post-cardioversion 
sinus  bradycardia  (2). 

Bradley  and  Marriott  suggested  that  the  term  “es- 
cape-capture bigeminy  was  descriptively  preferable 
to  the  designation,  '‘pseudoreciprocal  rhythm”  for 
this  entity,  by  which  it  had  been  referred  to  in  the 
past  (1).  1 he  P wave  in  escape-capture  bigeminy  is 

ol  normal  sinus  or  ectopic  atrial  contour  and  is  not 
of  retrograde  activation  as  in  true  reciprocal  beats. 

i he  atrioventricular  dissociation  with  escape  rhythm 
in  the  first  patient  was  instituted  by  a delay  in  appear- 
ance ol  an  atrial  impulse  (by  default),  either  a sino- 
atrial node  which  failed  to  initiate  an  impulse  with 
sufficient  frequency  (sinus  bradycardia),  or  the  im- 
pulse was  blocked,  with  rhythmic  depression. 

Escape-capture  bigeminy  initiated  by  sinoatrial  block, 
as  probably  exists  in  the  first  case,  is  said  to  be  extreme- 
ly rare  (5).  j his  impression,  at  least,  would  be  sup- 
ported by  the  few  number  of  reported  cases.  The 
first  published  example  was  by  Padilla  and  Cossio 
(2:1  SA  block),  in  1930,  as  referred  to  by  Bradley 
and  Marriott  (1).  Burgess,  in  1936  (6),  and  Esp  eran, 


in  1947  (7),  described  two  patients  with  pheochromo- 
cytoma  and  bigeminal  rhythms;  these  cases  are  ques- 
tionable examples  of  escape-capture  bigeminy,  con- 
forming  more  with  the  diagnosis  of  ordinary  inter- 
ference dissociation.  One  of  the  cases  of  interference 
dissociation  reported  by  Miller  and  Sharrett  (case  3, 
Figure  6,  2 a)  demonstrated  an  atrioventricular  nodal 
beat  followed  by  a normal  sinus  beat  (3  couples)  (8). 
The  P-P  interval  increased  to  a maximum  of  1.68 
seconds  as  the  ventricular  cycle  length  decreased. 
Marked  sinoauricular  depression  was  present  but  there 
was  no  comment  as  to  whether  sinus  bradycardia 
or  sinoatrial  block  was  the  underlying  mechanism. 
One  of  the  earliest  well-documented  cases  was  that  of 
Bradley  and  Marriott,  who  described  in  1958  a 56 
year  old  male  with  escape-capture  bigeminy  secondary 
to  2: 1 sinoatrial  block. 

Sanghvi  reported  in  1959  a case  of  escape-capture 
bigeminy  due  to  3:1  sinoatrial  block  associated  with 
atrioventricular  dissociation.  There  was  a varying 
shape  of  the  P waves  with  gradual  transition  from 
sliarpe  to  low  flat  P waves.  Later,  3:2  sinoatrial 
block  was  present.  It  was  mentioned,  from  reference 
to  Scherf  and  Schott  s work,  that  a varying  shape 
of  the  P waves  of  sinus  beats  is  a common  occurrence 
in  sinoatrial  block,  and  that  even  inverted  P waves 
due  to  aberrant  intraauricular  conduction  may  occur 
in  sinus  rhythm.  The  authors  noted  that  this  type  of 
bigeminy  resulting  from  sinoatrial  block  was  rare, 
with  only  3 instances  recorded  in  the  literature  until 
that  time  (cases  of  Padilla,  Bradley,  Holtzman,  and 
questionably  a case  of  Scherf’s-this  case  showed  alter- 
nate upright  and  inverted  P waves)  (9).  This  same 
author  described  in  1961  a patient  who  developed 
several  unusual  rhythms  with  a myocardial  infarction, 
one  of  which  was  a bigeminal  rhythm  which  represented 
atrioventricular  dissociation  with  escape-capture  sequen- 
ce associated  with  complete  sinus  block  (Figure  2a) 
(10).  Inverted  P waves  sandwiched  between  two  QRS 
complexes  was  suggestive  of  a reciprocal  rhythm,  but 
the  upper  pacemaker  had  shifted  to  the  low  atrium 
or  atrioventricular  node,  while  the  lower  pacemaker 
was  in  the  lower  part  of  the  atrioventricular  node. 
The  rate  of  the  upper  pacemaker  was  22  per  minute. 

Cases  of  iatrogenic  escape-capture  bigeminy,  due 
either  to  cardiac  pacemakers  or  following  cardiover- 
sion, were  described  in  1964  by  Castellanos  and 
associates  (2).  One  case  occurred  during  a period  of 
what  was  interpreted  as  post-cardioversion  sinus  brady- 
cardia (atrial  rate  minimum  was  35  per  minute  - 172  hs), 
followed  by  a gradual  acceleration  of  the  sinus  pace- 
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maker  so  that  the  atrioventricular  dissociation  and 
escape-capture  bigeminy  were  replaced  by  sinus  rhythm 
at  a rate  of  60  per  minute  (100  hs).  The  authors  noted 
that  sinus  bradycardia  had  not  previously  been  con- 
sidered a causative  mechanism  in  escape-capture  bigemi- 
ny, because  of  the  difficulty  in  determining  whether  the 
slow  sinoatrial  rhythm  is  due  to  a slow  rate  of  im- 
pulse formations  (sinus  bradycardia)  or  to  sinoatrial 
block. 

Shamroth  and  Dubb  illustrated  another  case  of  esca- 
pe-capture bigeminy,  due  to  3:1  sinoatrial  block,  in 
1965  (their  case  1)  (5).  They  described  also  two  other 
examples  of  this  rhythm,  one  secondary  to  atrioventri- 
cular block  and  the  other  due  to  the  very  rare  me- 
chanism of  reversed  reciprocal  rhythm. 

Two  further  cases  of  sinoatrial  block  with  escape- 
capture  bigeminy  were  added  to  the  previous  literature 
on  this  arrythmia,  by  Kini  and  Pai,  in  1966  (11). 

An  additional  case  with  intermittent  sinoatrial  block 
of  second  degree  in  a 45  year  old  male  with  angina 
pectoris,  was  illustrated  by  Gupta  and  Mathur,  in  1968 
(12). 

Recently,  Spritzer  and  co-workers  reported  6 ins- 
tances of  escape-capture  bigeminy  in  13  patients  during 
demand  pacing  (1969)  (13),  re-emphasizing  this  patho- 
genetic mechanism,  as  was  initially  documented  by 
Castellanos  (2). 

Perhaps,  from  22  to  24  cases  of  escape-capture 
bigeminy,  depending  upon  criteria  of  acceptance,  have 
been  found  during  review  of  the  medical  literature.  No 
doubt,  other  examples  have  been  described,  observed 
or  misinterpreted.  Nine  of  these  were  secondary  to 
iatrogenic  causes  (pacemakers,  cardioversion)  (2,  13). 
Of  the  remaining  larger  group,  10  could  be  considered 
as  well-documented  cases.  There  were  10  examples 
of  escape-capture  bigeminy  associated  with  sinoatrial 
block;  two  cases  were  known  to  be  secondary  to  3:1 
sinoatrial  block  and  5 cases  secondary  to  2:1  sinoatrial 
block.  Digitalis  may  have  been  a causative  factor  in 
3 of  the  patients.  Myocardial  ischemia  seems  to  be 
an  important  etiological  factor  in  these  patients.  The 
first  patient  in  this  report  had  a secundum  atrial  septal 
defect  complicated  by  severe  pulmonary  hypertension, 
and  was  taking  digoxin;  the  second  patient  suffered 
an  acute  myocardial  infarction. 

As  pointed  out  by  Shamroth  and  Dubb,  escape- 
capture  bigeminy  can  only  occur  when  there  is  a 
marked  discrepancy  between  the  rates  of  the  disso- 
ciated atrial  and  ventricular  pacemakers,  i.  e.,  the 
effective  intersinus  interval  (defined  as  the  interval 
between  the  sinus  impulses,  the  P-P  interval,  at  the 


level  of  the  lower  escaping  pacemaker)  exceeds  the 
sum  of  the  escape  interval  and  the  refractory  period 
following  the  escape  beat  (5).  There  must  be  more 
disparity  between  the  rates  of  the  two  pacemakers 
than  is  usually  present  in  atrioventricular  dissociation. 

The  first  case  of  the  present  report  may  be  secondary 
to  sinoatrial  block  with  associated  sinus  arrythmia. 
But,  as  emphasized  in  the  literature  on  this  subject, 
sinus  arrest,  sinoatrial  heart  block  with  Wenckebach 
phenomenon,  marked  sinus  arrythmia  and  marked 
sinus  bradycardia  must  be  included  in  the  differential 
diagnosis.  Electrocardiographically,  sinoatrial  block 
shows  a prolonged  P-P  interval  during  regular  heart 
action  that  approximates  a multiple  of  the  normal 
P-P  interval,  without  evidence  of  atrial  or  ventricular 
activity;  in  2:1  sinoatrial  block  there  are  pauses  of  2 
times  the  normal  P-P  interval  (the  pauses  may  be 
slightly  shorter  than  exact  multiples  of  the  normal 
P-P  interval),  and  no  P waves  or  QRST  complexes 
occur  during  the  pause  (14). 

Doubling  of  the  P-P  intervals  is  absent  in  sinus 
arrythmia,  and  the  changes  from  slow  to  rapid  rates 
are  gradual  and  usually  related  to  respiration,  with 
abolition  of  irregularity  with  exertion  or  atropine. 
However,  when  the  irregularity  of  the  cycle  lengths 
in  sinus  arrythmia  is  quite  marked,  it  is  difficult  to 
exclude  sinoatrial  heart  block.  Sinoatrial  heart  block 
may  be  associated  with  sinus  arrythmia,  but  it  is 
usually  characterized  by  a regular  rhythm  with  the 
abrupt  omission  of  a complex  with  leads  to  a space 
or  pause  (14,  15).  In  sinus  bradycardia  the  atrial 
and  ventricular  rate  usually  ranges  from  34  to  60 
per  minute,  and  the  rate  is  increased  by  exercise 
and  atropine.  Sanghvi  noted  that  sinus  bradycardia 
with  a rate  as  low  as  24  per  minute  had  been  reported 
as  a result  of  ischemia  or  occlusion  of  the  artery  supply- 
ing the  sinoatrial  node.  An  arrythmia  or  slight  irre- 
gularity may  be  associated  with  the  bradycardia,  mak- 
ing this  combination  difficult  to  differentiate  from 
sinoatrial  block  (16). 

Neither  does  this  case  satisfy  the  criteria  for  the 
diagnosis  of  sinoatrial  block  with  Wenckebach  pheno- 
menon, which  consist  of  (Winston):  (1)  gradual  shorten- 
ing of  the  P-P  interval  preceding  the  long  abrupt  pause; 
(2)  the  P-P  interval  including  a blocked  sinoatrial 
impulse,  is  shorter  than  double  the  distance  of  the 
preceding  P-P  interval;  (3)  the  P-P  interval  after  the 
dropped  sinoatrial  impulse  is  longer  than  the  interval 
preceding  the  pause;  and  (4)  there  is  no  change  in  the 
PR  interval.  A long  ECG  strip  is  needed  for  visualiza- 
tion (14). 
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TABLE  I:  CASES  OF  ESCAPE  - CAPTURE  BIGEMINY 


Reference 

Age  - Sex 

Clinical  Diagnosis 

Mechanism  Digitalis 

Padilla  & Cossio  ( 1) 
1930  - (Semana  Med) 

2: 1 SA  block 

Burgess  (6)  1936 

25  yrs.  - F 

Adrenal  sympathetic  syn- 

“Resulted  from  varying  degrees  of  sympathetic 

No 

(Fig.  5) 

drome 

stimulation  of  AV  node,  usually  accompanied 
by  varying  degrees  of  depression  of  SA  node 
during  attack”.  Coupled  beats.  P rate  55.  AV 
node  escaped  at  interval  of  0.68-0.72  second. 

These  SA  node  P’s  were  slightly  different  in 
shape  from  control  P’s  - A V paced  beats  and 
wandering  pacemaker.  ? 

Esperan  (7)  1947 

49  yrs.  - M 

Paroxysmal  hypertension 

Interference  dissociation.  6 capture  beats; 

No 

(Fig.  1) 

Chromaffin  adrenal  tumor 

P rate  29.  Questionable. 

Miller  & Sharrett  (8) 

62  yrs.  - M 

HAsCVD  Digitalis  intoxi- 

Interference  dissociation  in  presence  of  marked 

Yes 

1957  (Fig.  6-a) 

cation 

sinoauricular  depression;  3 couples;  pseudorecip- 
rocal rhythm.  Aberrant  intraventricular  conduct- 
ion in  relation  to  length  of  the  preceding  cycle. 

Bradley  & Marriott 

56  yrs  - M 

Digitalis  intoxication 

AV  dissociation  initiated  by  2: 1 SA  block  with 

Yes 

(1)  1958 

resulting  bigeminal  rhythm. 

Serum  K 

P rate  27-28  per  minute;  AV  node  35-40  per  minute. 

normal 

Holzman(9) 

2: 1 SA  block 

Scherf  & Schott  (9) 

2: 1 SA  block.  Alternate  upright  and  inverted  P’s. 

P rate  30,  nodal  rate  40  per  minute. 

Sanghvi  (9)  1959 

46  yrs. 

Dizziness 

3:1  SA  block,  associated  with  incomplete  AV 
dissociation.  Shape  of  P waves  varied. 

No 

Sanghvi (10)  1961 

60  yrs.  - M 

Myocardial  infarction 

Escape-capture  bigeminy  with  probable  complete 
sinoatrial  block.  Upper  pacemaker  rate  was  22 
per  minute  and  was  located  in  low  atrium  or  AV 
node.  Lower  pacemaker  probably  located  in  lower 
part  of  AV  node.  Other  arrythmias. 

No 

Castellanos  et  al 

66  yrs.  - M 

2°-  3°AV  block. 

Induced  by  demand  pacemaker. 

(2) 1964 

Advanced  AV  block 

Induced  by  atrio-synchronous  pacing. 

Arrythmia  rate  230 

After  cardioversion.  Sinus  bradycardia. 

Schamroth  & Dubb 

45  yrs  - M 

Congestive  cardiomyopathy 

3: 1 SA  block;  later  2: 1 SA  block 

Yes 

(5) 1965 

Hypertensive  heart  failure 

3: 1 AV  block. 

Yes 

20  yrs.  - M 

Palpitations 

Reversed  reciprocal  rhythm. 

No 

Kini  & Pai  (11) 

2 cases  of  sinoatrial  block  with  escape-capture 

1966 

bigeminy. 

Gupta  & Mathur  (12) 

45  yrs.  - M 

Angina  pectoris 

Intermittent  SA  block  (2°,  2:1),  and  intermittent 

No 

1968 

escape-capture  bigeminy. 

Spritzer  et  al  ( 13) 

75  yrs.  - F 

HCVD 

Demand  pacing  in  all. 

1969 

63  yrs.  - F 

HAsCVD 

72  yrs.  - M 

AsHD.  Old  MI.  Syncope 

77  yrs.  - M 

Syncope 

82  yrs.  - F 

Dizziness 

71  yrs.  - M 

Dizziness  - Syncope 

1,2,3  first,  second  and  third  degree  block;  AV -atrioventricular;  HAsCVD  - hypertensive,  atherosclerotic,  cardiovascular  disease; 
MI  - myocardial  infarction;  SA  - sinoatrial. 
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Sinoatrial  heart  block  may  last  for  only  a few 
i cycles  up  to  weeks.  In  the  present  case  the  escape- 
capture  sequence  was  present  on  tracings  a month 
apart,  and  the  atrioventricular  dissociation  was  present 
as  far  back  as  4 years  prior. 

Occasionally  the  QRS  complex  of  the  nodal  escape 
beat  has  an  aberrant  configuration  or  the  appearance 
of  a fusion  beat.  Paraspecific  atrioventricular  con- 
nections could  provide  preferential  pathways  to  the 
ventricles  in  some  junctional  escape  beats  (17,  18). 
Capture  beats  that  occur  relatively  early,  intermediate 
in  diastole,  may  be  associated  with  phasic  aberrant 
ventricular  conduction  (19). 

The  second  case  presented  was  secondary  to  atrio- 
ventricular block.  This  is  a more  common  mechanism 
in  escape-capture  bigeminy,  Schamroth  and  Dubb  having 
observed  8 cases  in  one  year  (5). 

Summary 

This  article  reviews  the  interesting  electrocardio- 
graphic entity  of  escape-capture  bigeminy,  and  adds 
two  further  cases  to  those  previously  documented. 
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Wilms'  Tumor,  considered  by  Gross  as  the  most 
common  abdominal  tumor  in  childhood,  has 
more  than  53  names  (renal  embryoma,  nephroblastoma, 
mixed  tumor  of  the  kidney,  etc.).  This  neoplasm 
constitutes  approximately  15  to  20  percent  of  cancer 
in  children  (8),  is  considered  the  most  common  solid 
malignant  tumor  in  the  first  decade  of  life  with  an 
incidence  second  only  to  leukemia  in  the  group  under 
5 years  of  age,  and  represents  approximately  6 per- 
cent of  all  renal  neoplasms  (6). 

Ihis  tumor  can  be  bilateral;  by  the  year  1962- ap- 
proximately 50  patients  with  bilateral  Wilms’  tumor 
had  been  reported  in  the  literature  (9).  The  reported 
incidence  of  bilateral  Wilms  tumor  varies  from  5 to 
10  percent  (7,  10);  it  can  also  be  congenital. 

In  Puerto  Rico,  Wilms  tumor  constitutes  18.9  per- 
cent of  renal  neoplasms  in  males  and  24.0  percent 
in  females,  as  reported  to  the  Central  Cancer  Registry 
of  the  P.  R.  Department  of  Health  during  the  years 
1951-1967.  Table  A shows  that  in  the  penod  1951- 
1967  a total  of  185  kidney  neoplasms  were  reported 
in  male  patients  of  which  18.9  percent  were  Wilms’ 
tumor.  Females  had  a total  of  171  kidney  tumors  of 
which  24  percent  were  Wilms’  tumor.  Table  B details 
the  cases  of  kidney  and  Wilms’  tumor  seen  per  year 
during  the  period  1962-67.  In  the  year  1967  the  re- 
ported incidence  of  malignant  renal  tumors  in  Puerto 
Rico  was  1.2  per  100,000  males  and  1.0  per  100,000 
females  per  year  (1). 

The  purpose  of  this  paper  is  to  present  a retrospective 
study  of  the  clinical  experience  with  Wilms’  tumor  at  the 
I.  González  Martínez  Hospital. 

Material 

During  the  period  1948  to  1968,  46  cases  with  Wilms’ 

F rom  the  Radiotherapy  and  Cancer  Division  of  the  Puerto 
Rico  Nuclear  Center,  the  Radiotherapy  Department  of  the  I. 
González  Martínez  Oncologic  Hospital,  and  the  University 
of  Puerto  Rico  School  of  Medicine,  San  Juan,  Puerto  Rico. 

This  investigation  was  supported  in  part  by  Public  Health 
Service  Grant  No.  T1CA5 169-06. 


tumor  were  seen  and  managed  at  the  I.  González  Martínez 
Oncologic  Hospital;  of  these,  39  patients  qualify  for  2 year 
analysis  and  form  the  basis  for  this  study. 

Age  and  sex  distribution  is  shown  in  Table  1.  Seventy- 
two  per  cent  of  cases  were  4 years  of  age  or  younger.  This 
table  also  shows  that  Wilms’  tumor  appears  to  manifest 
itself  earlier  in  life  in  boys  than  in  girls.  The  median  age 
in  this  series  is  2 years  with  an  average  age  of  3.4  years;  the 
youngest  patient  was  2 months  of  age  when  seen  in  our 
institution  (a  congenital  case)  and  the  oldest  was  a woman 
age  40.  The  cases  are  equally  distributed  in  the  two  sexes. 

Table  II  reveals  the  first  symptom  or  sign  shown  by  these 
patients.  A mass  in  the  abdomen,  which  was  usually  detected 
by  relatives,  was  the  first  manifestation  of  disease  in  67  per- 


TABLE  A:  WILMS’  TUMOR.  PUERTO  RICO 
CENTRAL  CANCER  REGISTRY  1951-67 


Sex 

No.  of  Cases 

WILMS’ 

Percent  of  all 
kidney  tumors 

KIDNEY  TUMORS 

No.  of  Cases 

Male 

35 

18.9 

185 

Female 

41 

24.0 

171 

TABLE  B:  RENAL  NEOPLASMS. 

PUERTO 

RICO  CENTRAL  CANCER  REGISTRY 

1962  - 67 

ALL  KIDNEY  TUMORS 

WILMS’ TUMOR 

Year 

Males 

Females  Males 

Females 

1967 

16 

14 

5 

4 

1966 

14 

11 

2 

2 

1965 

14 

11 

1 

- 

1964 

11 

9 

- 

- 

1963 

7 

10 

- 

2 

1962 

15 

13 

4 

8 

Total 

77 

68 

12 

16 
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cent  of  patients.  Pain  in  the  abdomen  was  reported  by  13 
percent  of  patients,  and  an  equal  percentage  of  patients  showed 
hematuria.  Fever  of  unknown  origin  was  present  in  10  per- 
cent of  patients. 

The  duration  of  symptoms  is  shown  in  Table  III.  Over 
50  percent  of  patients  were  diagnosed  later  than  two  months 
after  the  appearance  of  the  first  manifestation  of  disease. 
Diagnoses  such  as  ascites  due  to  hyperproteinemia,  abdominal 
distention  due  to  parasites,  etc.  were  strongly  mentioned  by 
some  local  physicians  as  the  cause  of  the  abdominal  dis- 
tention. As  stated,  one  patient  had  its  tumor  discovered 
at  birth. 

Distribution  by  site  is  shown  in  Table  IV.  No  special 
preference  for  one  kidney  was  observed  in  our  material. 
One  patient  developed  a second  tumor  in  the  opposite  kid- 
ney, one-and-half  year  after  the  initial  diagnosis. 

Three  patients  presented  associated  congenital  abnorma- 
lities; these  were:  mongolism,  deafness,  and  mental  retar- 
dation. In  one  patient  the  father  died  of  carcinoma  of  the 
stomach  and  the  mother  died  of  carcinoma  of  the  breast. 


TABLE  I:  WILMS’ TUMOR 


AGE  AND  SEX  DISTRIBUTION 

Male 

Female 

Total 

Less  than  1 year 

2 

1 

3 

1 to  2 years 

6 

6 

12 

2 to  3 years 

6 

1 

7 

3 to  4 years 

- 

6 

6 

4 to  5 years 

1 

3 

4 

5 yrs.  or  more 

4 

3 

7 

Total 

19 

20 

39 

Average  age:  3.4  yrs. 

Youngest: 

2 mo. 

Median  age:  2 yrs. 

Oldest:  40 

yrs. 

TABLE  II: 

WILMS’  TUMOR 

FIRST  SYMPTOM  OR  SIGN 

No.  of  Cases 

Percent 

Silent  mass 

26 

67 

Pain 

5 

13 

Fever 

4 

10 

Hematuria 

4 

10 

Total 

39 

100 

TABLE  III:  WILMS’ TUMOR 


Duration 

DURATION  OF  SYMPTOMS 

No.  of  Cases 

Less  than  1 month 

9 

1 to  2 months 

8 

2 to  4 months 

14* 

4 to  6 months 

2 

6 months  or  more 

6 

Total 

39 

Average  duration: 

2.6  months 

Median  duration: 

2 months 

* One  case  congenital. 

TABLE  IV: 

WILMS’  TUMOR 

DISTRIBUTION  BY  SITE 

Right  kidney 

21  patients 

Left  kidney 

17  patients 

Bilateral 

1 

Total 

39 

Diagnostic  and  Staging  Considerations 

The  diagnostic  procedures  employed  for  the  major- 
ity of  the  cases  in  this  series  have  been  based  on  routine 
history  and  physical  examination,  routine  laboratory 
tests,  and  IVP  and  chest  radiographs.  In  the  latter 
years  there  has  been  a tendency  to  perform  more 
elaborate  studies  of  the  extension  of  the  disease;  this 
includes  bone  survey,  inferior  cavogram,  and  at  times 
arteriogram. 

No  prospective  staging  method  was  employed  in  the 
classification  of  these  patients  prior  to  therapy.  For  the 
purpose  of  this  presentation  we  have  grouped  the  cases 
according  to  a modified  classification  of  the  one  repor- 
ted from  the  Charity  Hospital  of  Louisiana  (4).  Phis 
classification  is  detailed  in  Table  V.  Stage  I represents 
patients  with  encapsulated  tumors  with  a main  diameter 
of  10  cm  or  less,  without  kidney  fixation  or  extrarenal 
tumor  spread.  Stage  II  is  constituted  by  cases  with  non- 
encapsulated  tumors  or  when  the  kidney  was  found 
adherent  to  adjacent  structures  without  infiltration  by 
tumor.  Tumors  with  invasion  of  the  collecting  system 
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or  vascular  invasion  are  classified  in  this  category.  Stage 
III  is  represented  by  tumors  which  are  encapsulated  but 
have  massive  size  with  a main  diameter  of  over  10  cm 
or  with  microscopic  extension  or  gross  extension  be- 
yond the  kidney. 

The  distribution  by  stage  is  found  in  Table  VI.  The 
most  frequently  encountered  stage  was  Stage  III  with 
62  percent  of  the  cases;  this  means  that  two  out  of  three 
patients  had  advanced  tumors. 


TABLE  V:  WILMS’ TUMOR 


STAGING  * 

Stage  I: 

Tumor  is  encapsulated. 

Main  diameter  10  cm  or  less. 

Kidney  is  movable. 

No  extrarenal  spread. 

Stage  11: 

Tumor  is  not  encapsulated. 

Kidney  is  adherent  to  adjacent  structures  with- 
out infiltration  by  tumor. 

Invasion  of  collecting  system. 

Vascular  invasion. 

Stage  III: 

Tumor  is  encapsulated  but  massive. 

Main  diameter  more  than  10  cm. 

Gross  or  microscopic  extension  beyond  the  kidney. 

* Modified  from  classification  of  Charity  Hospital  of  Louisiana. 


TABLE  VI:  WILMS’  TUMOR 

DISTRIBUTION  BY  ST  A CINC 


Stage  No.  of  Patients  Percent 


I 

9 

23 

II 

6 

15 

III 

24 

62 

Total 

39 

100 

Treatment 

Since  the  year  1955  our  policy  has  been  to  admin- 
ister post-operative  irradiation  to  the  tumor  bed  in  all 
cases  with  Wilms’  tumor.  An  exception  to  this  has 
been  those  cases  with  massive  tumor  where  technically 
the  neoplasm  appeared  to  be  too  large  for  operation; 


in  these  instances  pre-operative  radiotherapy  has  been 
administered. 

Table  VII  shows  the  distribution  of  patients  by 
treatment  modality.  Only  one  patient  was  not  sub- 
mitted to  therapy.  Five  patients  had  nephrectomy 
without  additional  therapy.  The  majority  of  patients 
(56  percent)  received  nephrectomy  and  post-operative 
radiotherapy.  Seven  patients  were  submitted  to  ne- 
phrectomy followed  by  Actinomycin-D  and  radiother- 
apy; these  patients  originated  at  the  University  District 
Hospital,  where  since  1961,  the  policy  has  been  to  ad- 
minister Actinomycin-D  as  part  of  the  management  of 
this  disease.  The  standard  Actinomycin-D  program 
has  been:  15  micrograms  per  kgm  per  day  for  five 
consecutive  days,  intravenously,  starting  the  day  of 
the  operation.  Four  patients  received  pre-operative 
radiotherapy  followed  by  nephrectomy;  in  three  of 
these,  radiotherapy  was  also  administered  post-opera- 
tively. 


TABLE  VII:  WILMS’  TUMOR 


MODALITIES  OF  TREATMENT 

No.  of  Patients 

Percent 

No  treatment 

1 

__ 

Nephrectomy 

5 

13 

Nephrectomy  and  radiotherapy 
Nephrectomy,  Actinomycin  D,  and 

22 

56 

radiotherapy 

Radioth.,  nephrectomy  and  radio- 

7 

18 

therapy 

3 

- 

Radiotherapy  and  nephrectomy 

1 

- 

Total 

39 

Survival  Results 

In  the  case  of  Wilms’  tumor  a follow-up  period  of  2 
years  after  the  primary  treatment  has  been  found 
a good  index  for  determining  survival  and  curability 
(4).  Table  VIII  shows  the  2-year  survival  in  39  cases 
who  qualify  for  this  length  of  observation;  2-year  sur- 
vival in  Stage  1 cases  was  89  percent,  in  Stage  II  this 
was  67  percent,  and  in  Stage  III  29  percent.  The 
overall  2-year  survival  was  49  percent. 

In  Table  IX  one  can  observe  the  correlation  of  treat- 
ment modality  and  2-year  survival.  Only  one  out  of  five 
cases  (20  percent)  treated  with  nephrectomy  survived 
two  years.  Nephrectomy  followed  by  radiotherapy 
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showed  the  highest  2-year  survival;  this  was  13  out 
of  23  cases  (59  percent).  The  group  treated  with 
nephrectomy,  Actinomycin-D  and  radiotherapy  showed 
a 2-year  survival  of  43  percent  (3  out  of  7 cases). 
Pre-operative  radiotherapy  followed  by  nephrectomy 
and  post-operative  irradiation  resulted  in  one  2-year 
survivor  out  of  three  cases.  The  only  case  treated 
with  pre-operative  radiotherapy  followed  by  nephrec- 
tomy lived  2 years. 

The  correlation  between  2-year  survival,  modality 
of  treatment,  and  stage  of  the  disease  is  shown  in  Ta- 
ble X.  The  highest  yield  was  obtained  in  Stage  I cases 
treated  with  nephrectomy  followed  by  radiotherapy; 
all  7 cases  so  treated  lived  2 years.  Five  of  thirteen 
Stage  III  cases  treated  with  post-operative  radiotherapy 
lived  2 years. 

Age  related  to  2-year  survival  is  shown  in  Table  XI. 
All  cases  (3)  younger  than  1 year  survived  2 years. 
Grouping  the  cases  younger  than  2 years  versus  the 
older  group  shows  a 2-year  survival  of  53  percent 
(8  out  of  15)  and  46  percent  (11  out  of  24)  respective- 

•y- 

The  relationship  of  sex  to  2-year  survival  is  shown 


TABLE  VIII:  WILMS’  TUMOR 


TWO  YEAR  SURVIVAL  BY  STAGING 

Stage  2 yr.  Survivors 

Percent 

I 8 : 

9 

89 

II  4 : 

6 

67 

III  7 : 

24 

29 

Total  19  : 

39 

49 

TABLE  IX:  WILMS’  TUMOR 

MODALITY  OF  TREATMENT  AND  2 

YEAR  SURVIVAL 

Method  No. 

of  Patients 

2 yr. 

Survivors 

Percent 

No  treatment 

1 

_ 

_ 

Nephrectomy 

5 

1 

20 

Nephrectomy  and  radiotherapy 
Nephrectomy,  Actinomycin  D 

22 

13 

59 

and  radiotherapy 
Radiotherapy,  nephrectomy 

7 

3 

43 

and  radiotherapy 

3 

1 

- 

Radiotherapy  and  nephrectomy  1 

1 

- 

Total 

39 

19 

TABLE  X:  WILMS’ TUMOR 


TWO  YEAR  SURVIVAL  BY  MODALITY  OF  TREATMENT 
AND  STAGING 


Method  Stage  I 

Stage  II 

Stage  III 

Total 

Percent 

No  treatment 

o/i 

0/1 

- 

Surgery 

Surgery  & 

1/5 

1/5 

20 

radiotherapy 

7/7 

1/2 

5/13 

13/22 

59 

Surgery,  Act.D, 
& radiotherapy 

1/2 

2/2 

0/3 

3/7 

43 

Radioth.,  sur- 
gery & radioth. 
Radiotherapy 

1/2 

o/i 

1/3 

- 

and  surgery 

1/1 

1/1 

- 

Total 

8/9 

4/6 

7/24 

19/39 

49 

Percent 

89 

67 

29 

49 

in  Table  XII.  Males  had  a better  survival  (68  percent) 
than  females  (30  percent).  Table  XIII  shows  the  stage 
distribution  in  both  sexes;  there  appears  to  be  a com- 
parable distribution  in  the  two  sexes. 

Not  all  patients  who  survived  2 years  remained  free 
of  the  disease;  3 died  with  the  disease,  2 1/2,  3,  and 
4 years  after  the  primary  treatment  (Table  XIV). 
The  5-year  survival  obtained  was  33  percent  (10  out 
of  30  patients).  The  correlation  of  5-year  survival, 
modality  of  therapy,  and  stage  is  shown  in  Table  XVI. 
The  best  survival  was  obtained  in  the  group  treated 
by  nephrectomy  followed  by  irradiation  (44  percent). 

The  causes  of  failure  in  these  patients  are  shown 
in  Table  XV.  Intra- abdominal  disease  and  distant 
metastases  to  bones  and  lungs  represent  the  most 
common  causes. 

Out  of  5 patients  who  developed  hematuria  during 
the  disease,  3 are  alive  and  well  at  the  time  of  this 
report. 

We  have  a patient  with  pulmonary  metastases  sur- 
viving longer  than  2 years  after  combined  treatment 
with  radiotherapy  to  the  lungs  and  systemic  Actino- 
mycin-D. 

Complications  of  Therapy 

The  most  notable  complication  encountered  in  jhis 
series  was  marked  scoliosis.  This  happened  in  2 of  the 
irradiated  cases.  Not  a single  case  of  radiation  nephri- 
tis was  found  in  this  series. 


221 


Volumen  62 
Núm.  7 


José  M.  Tomé,  MD,  et  al 


TABLE  XI:  WILMS’ TUMOR 


7' BO  YEAR  SURVIVAL  BY 

No.  of  Patients 

ACE 

2 year  Survivors 

Less  tli  an  1 year 

3 

3 

1 to  2 years 

12 

5 

2 to  3 years 

7 

4 

3 to  4 years 

6 

3 

4 to  5 years 

4 

1 

5 years  or  more 

7 

3 

Total 

39 

19 

TABLE  XII:  WILMS’  TUMOR 


Sex 

TWO  YEAR  SURVIVAL  BY  SEX 

No.  of  Patients  2 yr.  Survival 

Percent 

Males 

19 

13 

68±  11 

Females 

20 

6 

30  ± 10 

Total 

39 

19 

49  ± 8 

TABLE  XIII:  WILMS’  TUMOR 

DISTRIBUTION  BY  SEX  AND  STAGING 

No.  of  Males  No.  of  Females 


Stage  1 

5 

4 

Stage  11 

2 

4 

Stage  III 

12 

12 

Total 

19 

20 

TABLE  XIV:  WILMS’  TUMOR 


STATUS  OF  TWO  YEAR  SURVIVORS 


Alive  and  well:  over  10  years  3 

over  5 years  7 

over  2 years  6 

Dead  with  disease  ( 2.5;  3 and  4 years)  3 

Total  19 

FIVE  YEAR  SURVIVAL 

10  out  of  30  patients  = 33  percent 


TABLE  XV:  WILMS’  TUMOR 


CAUSE  OFF Al LURE 

Anesthesia  death 

1 

Operative  death 

1 

Intra-abdominal  disease 

7 

Distant  metastases: 

5 

a)  to  bones 

4 

b)  to  lungs 

1 

Intra-abdominal  disease  and  distant 

metastases: 

7 

a)  to  lungs 

3 

b)  to  bones 

1 

c)  to  supraclavicular  nodes 

1 

d)  to  scrotum 

1 

e)  disseminated 

1 

Unknown 

2 

Total 

23 

TABLE  XVI: 

WILMS’ 

TUMOR 

FIVE  YEAR  SURVIVAL  BY  MODALITY  OF  TREATMENT 

AND  STAGING 

Method  Stage  I 

Stage  ¡1 

Stage  III 

Total  Percent 

No  treatment 

0/1 

0/1 

_ 

Surgery 

0/5 

0/5 

- 

Surgery  and  radiotherapy 

radiotherapy 
Surgery,  Act.  D 

6/6 

0/2 

2/10 

8/18 

44 

D.,  & radioth. 
Radioth.. 

l/l 

0/2 

1/3 

— 

surgery  & 
radioth. 

1/1 

Oil 

1/2 

Radiotherapy 
and  surgery 

0/1 

~ 

Total 

6/6 

2/4 

2/20 

10/30 

33 

Percent 

100 

50 

10 

33 

Discussion 

Wilms’  tumor;  one  of  the  predominant  tumors  in 
children  has  displayed  during  the  last  30  years  a gratify- 
ing constant  improvement  in  prognosis.  The  initial 
improvement  in  survival  reported  by  the  group  at  the 
Childrens  Hospital  in  Boston  (5)  was  attributed  to  ra- 
diation therapy.  Subsequent  improvement  in  prog- 
nosis has  been  related  to  the  use  of  Actinomyein-D 
together  with  surgery  and  radiation  therapy  (3).  Our 
experience  at  the  1.  González  Martínez  Hospital  con- 
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firms  the  fact  that  the  addition  of  radiation  therapy 
results  in  better  2 and  5-year  survival.  The  2-year 
survival  with  nephrectomy  only  was  20  percent  (1  out 
of  5)  and  with  nephrectomy  followed  by  radiation 
therapy  59  percent  (13  out  of  22).  The  addition  of 
Actinomycin-D  to  surgery  plus  radiotherapy  resulted 
in  a 43  percent  2-year  survival  (3  out  of  7).  We  have 
no  explanation  for  the  lack  of  improvement  of  prog- 
nosis by  the  addition  of  Actinomycin-D;  however,  the 
group  of  cases  is  too  small  for  any  valid  conclusion. 

A diligent  team  approach  to  this  disease  by  pedia- 
tricians, surgeons,  radiotherapists,  and  chemotherapists 
should  result  in  continued  improvement  in  the  survival 
of  this  disease  in  Puerto  Rico.  Farber  (3)  has  shown 
that  this  policy  produced  an  overall  survival  of  more 
than  80  percent  in  his  entire  group  of  68  patients. 

The  management  plan  for  this  disease  can  be  seen 
in  Table  XVII  for  the  uncomplicated  case  and  Table 
XVIII  for  the  complicated  case.  The  main  concerns 
should  be  the  pre-treatment  determination  of  tumor 


TABLE  XVII:  WILMS’  TUMOR 


A.  Management  of  an  uncomplicated  case. 

1.  Excretory  urogram  and  inferior  venogram. 

2.  Chest  film  and  skeletal  survey. 

3.  Prompt  surgery. 

4.  Actinomycin  D and  postoperative  radiotherapy. 

5.  Frequent  careful  follow-up: 

Physical  examination  and  chest  film. 
Roentgenogram  of  irradiated  primary  site. 

Blood  pressure,  urinalysis  and  NPN. 

Creatinine  clearance. 

1VP. 

6.  “Prophylactic”  Actinomycin  D and  Vincristine. 


TABLE  XVIII:  WILMS’  TUMOR 


B.  Management  of  a complicated  case 

1.  Ruptured  tumor:  irradiation  of  the  entire  abdomen. 

2.  Pulmonary  metastases: 

a.  at  lime  of  diagnosis:  Nephrectomy  and  postopera- 
tive radiotherapy;  irradiation  of  the  chest  plus  Ac- 
tinomycin l). 

b.  in  the  follow-up  period:  Radiotherapy  to  the  lungs 
with  Actinomycin  D. 

3.  Metastases  to  other  sites:  Aggressive,  unrelenting  therapy. 


extent  and  the  prevention  of  metastases  by  early 
therapy  and  avoidance  of  undue  manipulation. 

The  controllability  of  metastases  by  combinations 
of  irradiation,  chemotherapy,  and  surgery  is  a gratify- 
ing reality;  the  Boston  Children  s Hospital  group  has 
reported  18  (58  percent)  2-year  survivors  in  31  cases 
treated  for  metastases  (2).  We  have  one  case  who  has 
remained  free  of  disease  3 years  after  the  treatment 
of  pulmonary  metastases  with  radiotherapy  and  Actino- 
mycin-D. 

The  merits  of  post-operative  irradiation  in  a child 
younger  than  one  year,  with  a Stage  I Wilms’  tumor, 
has  been  questioned  (2).  Our  experience  does  not 
permit  us  to  solve  this  dilemma;  all  the  Stage  I cases 
in  our  series  were  treated  with  nephrectomy  followed 
by  irradiation  with  a resulting  100  percent  5-year 
survival. 

The  merits  of  chemotherapy  as  an  adjuvant  to 
surgery  and  post-operative  radiotherapy  appears  to 
be  an  established  fact,  though  its  initial  utilization 
for  this  disease  was  not  based  on  a properly  conducted 
clinical  trial.  Actinomycin  has  been  considered  the 
drug  of  choice  in  the  past,  but  lately  Vincristin  has  been 
combined  with  it.  Multiple  dose  maintenance  therapy 
has  proved  to  be  of  significant  value. 

Summary 

The  clinical  experience  with  Wilms’  tumor  at  the 

1.  González  Martínez  Hospital  is  presented.  A total 
of  39  patients  with  minimal  follow-up  period  of  2 
years  has  been  analyzed.  The  analysis  covers:  dis- 
tribution by  age,  sex,  site  and  extent  of  disease.  Two 
and  5-year  survival  is  correlated  with  treatment  moda- 
lity, stage,  age,  and  sex.  The  best  survival  (59  percent 
at  2 years  and  44  percent  at  5 years)  was  observed 
in  patients  submitted  to  nephrectomy  followed  by 
radiation  therapy  to  the  tumor  bed.  Pulmonary 
metastases  from  Wilms’  tumor  can  be  controlled  per- 
manently by  presently  available  therapeutic  moda- 
lities. 
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URGENCIAS  PEDIATRICAS 
(Bosquejos  Terapéuticos) 
TRATAMIENTO  SINTOMATICO  DEL  BEBE  O 
INFANTE  CON  FIEBRE  ALTA 


Manuel  E.  Soto  Viera,  MD 


Síntoma  común,  la  fiebre  alta  de  los  bebés  o infantes  suele 
provocar  mucha  ansiedad  en  los  padres.  A menudo,  éstos 
ignoran  cómo  procurar  alivio  a sus  hijos.  Nos  toca  ins- 
truirles sobre  el  particular. 

Recapacitemos:  ¿cómo  procedemos  nosotros  cuando  nos 

traen  a un  niño  con  fiebre  alta?  ¿Observamos  paso  a paso 
un  razonamiento  como  el  siguiente?  : Iro.,  la  fiebre  es  un 
síntoma  cuya  causa  buscaremos,  2do.,  es,  además,  mecanismo 
de  defensa  contra  el  cual  no  hay  que  obstinarse,  y 3ro.,  salvo 
las  convulsiones  febriles,  rarísimas  complicaciones  son  las  que 
puede  imputársele  a la  fiebre  en  sí. 

El  hombre,  animal  bomotenno,  mantiene  su  temperatura 
corporal  alrededor  de  37  C.  La  independencia  que  ello  le 
da,  se  logra  mediante  el  delicado  entrelazamiento  de  meca- 
nismos fisiológicos  y de  conducta  que,  en  fin  de  cuentas, 
afectan  a los  receptores  periféricos,  a los  centros  termorregula- 
dores  del  hipotálamo  o a las  reacciones  que  aquellos  recep- 
tores provocan  y estos  centros  modulan.  Es  un  equilibrio 
sujeto  a variaciones,  aun  en  el  estado  que  llamamos  normal 
(nuestra  temperatura  oscila  discretamente  durante  cada  período 
de  24  horas,  por  ejemplo).  Se  alcanza  ese  equilibrio  al  precio 
de  consumir  energía.  Por  cada  0.83  caloría  por  kg.  de  tejido 
corporal  que  nos  provee  el  metabolismo,  la  temperatura  sube 
1 C.  Para  mantener  su  temperatura,  el  sujeto  homotermo  pro- 
duce, pues,  calor,  pero  también  debe  perderlo.  Lo  pierde  de 
dos  maneras:  una,  conjuntamente  por  convección,  conduc- 
ción y radiación;  la  otra,  más  importante,  jjor  evaporación 
(cada  gramo  de  agua  que  se  evapora  a 37  C,  disipa  0.58 
caloría).  La  evaporación  depende  de  la  humedad  y de  la 
temperatura  del  ambiente  externo.  Además,  tiene  una  ín- 
tima relación  con  el  estado  de  hidratación  del  sujeto:  re- 
cordemos que,  al  calcular  la  pérdida  insensible  del  agua,  aña- 
dimos 10  mls./kg./24  hrs.  por  cada  1 C que  la  temperatura 
excede  lo  normal. 

LA  FIEBRE  COMO  SINTOMA 

I.  Si  la  fiebre  es  tan  sólo  un  síntoma,  ¿cómo  la 
trataremos ? 

De  manera  tal  que  el  paciente  la  soporte.  Eso  es  todo 
lo  que  necesita,  en  cuanto  al  tratamiento  del  síntoma  se  refiere. 


Preparado  por  la  Oficina  de  Pediatría  Regional  del  Servicio 
de  Pediatría  del  Hospital  Universitario. 

Para  solicitar  reimpresos,  diríjase  a: 

Dr.  Manuel  E.  Soto  Viera, 

Oficina  de  Pediatría  Regional, 

Hospital  Universitario,  Centro  Médico  00935. 


Para  brindarle  ese  alivio,  dos  medidas  son  esenciales:  las  fric- 
ciones con  agua  o con  alcohol  tibios  y la  administración  de 
antipiréticos. 

Hay  que  instmir  a la  madre:  “tiene  usted  que  desvestir 
completamente  al  niño;  fricciónelo  con  agua  o con  alcohol 
tibios,  esto  es,  a temperatura  de  salón;  no  lo  seque  usted  total- 
mente (para  sacar  partido  de  la  evaporación);  después  de  fric- 
cionarlo, manténgalo  ligeramente  vestido  nada  más”. 

2.  ¿Qué  valor  tienen  las  fricciones  con  agua  o con 
alcohol? 

Estimulan  la  vasodilatación  periférica,  acentuándose  así 
el  gradiente  de  temperatura  que  existe  entre  la  de  la  piel  y la 
temperatura  externa. 

3.  ¿Se  puede  usar  alcoholado? 

Por  supuesto  que  sí.  Es  muy  popular  en  Puerto  Rico. 

4.  ¿Qué  tal  la  bolsa  de  hielo  y el  baño  de  agua  fría? 

La  bolsa  de  hielo  se  emplea  mucho  en  estos  casos. 

Puede  que  tenga  solamente  un  efecto  placebo.  Su  principal- 
inconveniente  es  que  provoca  una  vasoconstricción  local,  lo 
cual  va  en  contra  de  que  se  establezca  el  gradiente  de  tempera- 
tura ya  mencionado. 

La  inmersión  del  niño  en  agua  fría  tiene  igual  desven- 
taja, o peor,  pues  la  vasoconstricción  periférica  será  más  ex- 
tensa. 

5.  ¿ Y la  enema  de  agua  helada? 

Se  ha  usado,  pero  aquí  el  peligro  es  otro:  es  de 
intoxicar  al  niño  con  agua  — si  se  da  una  cantidad  excesiva 
de  agua  pura  o de  solución  salina  hipotónica  — , o de  into- 
xicarlo con  sal,  si  al  agua  se  le  añade  sal  en  exceso.  Como, 
además,  causa  vasoconstricción  refleja,  este  método  no  es  muy 
recomendable. 

6.  ¿Qué  antipiréticos  recetar? 

Los  salicilatos,  nada  más,  y el  mejor;  la  aspirina. 
Pero  hemos  de  calcular  la  dosis  de  24  horas,  repartir 
las  tomas  y asegurarnos  que  la  mamá  del  niño  ha 
comprendido  nuestras  instrucciones. 

Ejemplo:  posología  pediátrica  de  la  aspirina,  cuando 

se  emplea  como  antipirético:  65  mgs./kg./24  hrs.  Bebé  de 
6 meses  que  pesa  14  libras  = 6.3  kgs.  Dosis  total  para  las  24 
horas:  400  mgs.  de  aspirina,  a repartir  en  4 o 6 tomas.  Si  en 
4 tomas:  1 tableta  de  aspirina  para  bebés  (no  más  de  una), 
cada  6 horas  (no  más  a menudo)  y únicamente  si  tiene  fiebre 
alta  (38.5  C o más:  si  la  fiebre  no  es  alta,  no  se  la  dé).  (En 
bastardillas,  las  palabras  que  recalcamos  a la  mamá).  Si  en  6 
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tomas:  inedia  tableta  cada  4 horas,  etc.  (abundando  en  los 
mismos  detalles). 

Algunas  manías  no  tienen  tennómetro,  o no  saben 
tomar  ni  leer  la  temperatura.  Buena  inversión  será,  sin  em- 
bargo, el  tiempo  que  se  emplee  enseñándoles.  Explíqueles 
cómo  se  introduce  el  termómetro  en  el  recto  del  bebé,  y a 
cuánta  distancia  (por  lo  menos  2 cms.  es  decir,  “como  una 
pulgada").  Recuérdeles  que  el  termómetro  debe  mantenerse 
allí  unos  2 minutos. 

Los  comprimidos,  o tabletas,  de  aspirina  para 
bebés  son  de  grano  1 1/4,  esto  es,  de  80  mgs.  Producto 
sumamente  difundido  (Aspirina  St.  Joseph),  algunas 
variedades  presentan  cierto  inconveniente  en  que  tienen 
sabor  a naranja  (china),  y entonces  hay  que  remachar 
otra  precaución:  “guarde  usted  ese  frasco  donde  nin- 
guno de  sus  hijos  pequeños  pueda  alcanzarlo”,  para  pre- 
venir la  intoxicación  porsalicilatos,  desde  luego. 

7.  ¿Qué  hacer  si  el  paciente  no  quiere,  o no  puede, 
tragar? 

Si  no  quiere  tragar,  puede  administrársele  los  salicilatos 
en  forma  líquida,  mediante  cuentagotas,  que  ha  de  intro- 
ducirse por  un  lado  de  la  boca,  entre  la  arcada  gingival  y la 
mucosa  del  carrillo.  Algunos  preparados  (Corilin,  de  Schering, 
por  ejemplo)  traen  un  gotero  calibrado.  OJO:  el  Corilin 
contiene  80  mgs.  de  salicilato  de  sodio  y 0.75  mgs.  de  clor- 
feniramina  — un  antihistamínico,  el  “Clor-trimeton”  — por 
mi. 

Si  no  puede  tragar  porque  está  inconsciente,  o si  el 
paciente  vomita,  emplee  los  aipositorios  de  aspirina.  La 
casa  Webster  los  produce  con  secobarbital,  en  tres  concen- 
traciones diferentes:  núm.  1,  65  mgs.  de  aspirina  y 7 mgs. 
de  secobarbital  por  supositorio  (para  tratar  a los  bebés,  ésta 
es  la  concentración  más  manejable);  núm.  2,  195  mgs.  de 
aspirina  y 21  mgs.  de  secobarbital;  núm.  3,  325  mgs.  de 
aspirina  y 35  mgs.  de  secobarbital.  ADVERTENCIA:  esta 
misma  casa  Webster  prepara  supositorios  sencillos  de  aspirina, 
de  3 y de  5 granos  (195  y 325  mgs.,  respectivamente);  otras 
casas  los  producen  de  5 granos  (325  mgs.)  y de  10  granos 
(650  mgs.).  La  desventaja  de  estas  preparaciones  sencillas 
es  que  contienen  la  aspirina  a concentraciones  demasiado 
altas  para  el  tratamiento  de  los  bebés. 

8.  ¿ ) si  el  niño  es  alérgico  a,  o no  tolera,  los  sali- 
cilatos? 

Désele  en  ese  caso  el  acetaminofén,  que  se  expende 
con  distintos  nombres  comerciales  (Tempra  y Tylenol  son 
de  los  más  conocidos).  Para  el  acetaminofén  se  recomienda 
(1)  la  siguiente  posología:  en  bebés  menores  de  1 año,  60 
mgs.  cada  6 horas;  en  infantes  hasta  la  edad  de  3 años,  120 
mgs.  cada  6 horas;  en  niños  mayores  de  6 años,  240  mgs. 
cada  6 horas.  Se  da  por  vía  oral. 

Ahora  bien,  Beckman  — entre  otros  — advierte  que 
el  acetaminofén  puede  causar  anemia  aplástica  (2),  aunque 
es  una  droga  mucho  menos  peligrosa  que  la  dipirona. 

LA  FIEBRE,  MECANISMO  DE  DEFENSA 

I.  Si  la  fiebre  es  eso,  mecanismo  de  defensa,  ¿debe 
insistir  el  tratamiento  en  que  la  temperatura  vuelva 
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prontamente  a lo  normal? 

No  más  que  el  tratamiento  de  la  tos,  otro  mecanismo 
de  defensa,  debe  empeñarse  en  hacerla  desaparecer  sin  in- 
vestigar su  causa.  Evitemos  el  dejar  de  ver  el  bosque  por  estar 
mirando  a los  árboles:  permitamos  que  el  síntoma  se  mani- 
fieste, hagámosle  tolerable,  pero  no  nos  obstinemos  contra 
él.  Recordemos  que  la  intensidad  de  la  fiebre  no  es  necesaria- 
mente reflejo  de  la  gravedad  del  mal  que  aqueja  al  niño;  ciertas 
infecciones  respiratorias  triviales,  por  ejemplo,  causan  una 
hipertemia  impresionante. 

2.  ¿Nos  obstinamos  contra  ese  síntoma?  ¿Cómo? 

Demasiado  a menudo,  inyectando  una  droga  que 

puede  causar  agranulocitosis,  a saber:  la  dipirona. 

3.  ¿No  es  cierto  que  una  inyección  de  dipirona  no 
hará  “ nada  malo” al  paciente? 

No,  no  es  cierto.  Cualquier  dosis  de  dipirona, 
por  ínfima  que  sea,  puede  ocasionar  la  catástrofe 
que  es  una  agranulocitosis.  Esta  se  debe,  probable- 
mente, a un  fenómeno  inmunopatológico.  Sea  como 
fuere,  el  niño  que  va  a ser  víctima  de  ese  desastre 
no  vendrá  con  un  letrero  que  le  avise  a usted:  “a  mí 
me  va  a dar  agranulocitosis  si  me  ponen  dipirona”. 

4.  Pero,  si  la  dipirona  causa  agranulocitosis,  ¿por 
qué  se  la  permite  en  el  mercado  farmacéutico? 

Porque  la  Food  and  Drug  Administration  autorizó  su 
uso  a condición  de  que  se  advirtiera  a los  médicos  sobre  el 
riesgo  que  esa  droga  hace  incurrir.  Cada  ampolleta,  cada 
frasco,  cada  paquete  previene  a los  médicos,  pero  éstos  olvidan, 
o descuentan,  el  peligro. 

5.  ¿Con  qué  nombres  se  despacha  la  dipirona? 

He  aquí  los  principales:  Novaldin,  Alginodia,  | 

Bonpyrin,  Dipralon  forte,  Fevonil,  Key-Pyrone,  Migesic, 
Narone,  Nartrate,  Novalgin,  Novemine,  Paralgin,  Py- 
dirone,  Pyralgin,  Sulpyrin.  También  le  llaman  metapiro- 
na.  Todos  son  lo  mismo. 

LA  FIEBRE  Y LAS  CONVULSIONES  EN  LOS  NIÑOS 

I.  ¿Se  justifica  usar  dipirona  para  tratar  las  convulsio- 
nes febriles  de  los  niños? 

No,  no  se  justifica,  a pesar  de  que  los  volantes 
con  que  se  expende  la  droga  incluyen  esa  “indicación”. 

Una  fiebre  alta  prolongada  puede  causar,  o contribuirá, 
daño  cerebral,  y es  cierto  que  la  fiebre  desencadena 
convulsiones  en  algunos  niños,  pero  las  convulsiones 
tienen  su  tratamiento:  barbitúricos,  o diazepam,  o 
paraldehido  (cf.  nuestro  bosquejo  anterior),  tratamiento 
en  el  cual  no  entra  para  nada  la  dipirona,  y la  fiebre 
se  aliviará  con  otras  medidas,  las  que  hemos  descrito 
aquí. 

Por  qué  sufren  convulsiones  febriles  algunos  niños, 
y otros  no,  ése  es  asunto  que  no  se  conoce  muy  bien.  Antes 
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se  creía  que  el  brusco  aumento  de  la  temperatura  era  lo 
predominante  en  la  etiología  de  las  convulsiones  febriles, 
pero  no  lo  es.  El  grado  de  temperatura  y lo  que  llaman  el 
umbral  convulsivo  parecen  ser  más  importantes,  aunque  son 
factores  que  varían  de  un  individuo  a otro  (3). 
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PROBLEMAS  DE  LA  ASOCIACION  MEDICA  DE  PUERTO  RICO 

(.reo  que  lia  llegado  el  momento  de  que  todos  pasemos  juicio,  reflexionemos,  analicemos  y eva- 
luemos lo  que  se  ha  hecho,  lo  que  se  está  haciendo,  y lo  que  nos  falta  por  hacer.  Ese  estudio  sereno 
de  la  realidad  tiene  que  estar  presidido  por  un  enfoque  científico,  objetivo,  racional  de  nuestros 
objetivos,  nuestros  recursos  y nuestras  posibilidades.  Si  bien  es  cierto  que  no  debemos  exigirnos 
más  allá  de  lo  razonable,  también  es  cierto  que  no  podemos  caer  en  el  error  de  conformarnos  con 
menos  de  lo  (pie  podemos  alcanzar. 

\uestra  Asociación  Médica  está  atravesando  un  momento  significativo  por  el  ambiente  económico, 
social  y político  que  rodea  nuestra  profesión  médica.  A la  vez  que  existen  problemas  en  la  econo- 
mía de  Estados  Unidos  y en  la  de  Puerto  Rico,  se  manifiestan  indicios  de  otras  complicaciones 
a las  cuales  debemos  enfrentarnos  con  valor  y unidad  fraternal  creadora,  para  evitar  la  polémica 
estéril  y el  divisionismo  suicida. 

Considero  que  lo  más  importante  para  los  que  estamos  reunidos  como  miembros  de  la  profesión 
médica  es  mantener  y fortalecer  la  mejor  imagen  de  nuestra  Asociación  Médica,  por  encima  de  toda 
discrepancia  o diferencia  legítima  de  opinión.  No  podemos  permitir  que  nuestra  entidad  y nuestra 
profesión  se  puedan  afectar  negativamente  por  conflictos  personales  que  a nada  conducen.  Ya 
es  hora  de  que  en  Puerto  Rico  se  aprenda  a bregar  con  las  diferencias  de  opinión  sin  personalismos, 
sin  rencores  ni  insultos.  Todos  los  profesionales  debemos  dar  ejemplo  en  ese  aspecto  de  nuestra  vida 
de  pueblo  civilizado,  y los  médicos  debemos  ser  los  primeros  en  elevar  el  nivel  del  diálogo,  en  cual- 
quiera de  sus  fases. 

Es  obligación  ineludible  de  cada  uno  de  nosotros  defender  nuestra  Asociación  Médica  y nuestra 
profesión  contra  los  peligros  de  la  polarización  política  que  ya  invade  nuestro  ambiente • Hay  que 
combatir  esa  contaminación  del  pensamiento  y de  la  conducta  que  es  la  politización  de  todo  y de 
todos.  Las  ideas  político-partidistas  tienen  su  lugar  adecuado  en  el  proceso  democrático , pero  no 
tienen  razón  para  salirse  de  su  marco  de  acción  para  causar  divisiones  y fragmentaciones  perjudi- 
ciales al  progreso  y bienestar  de  entidades  profesionales  y cívicas  como  nuestra  Asociación  Médica. 
Es  inconcebible  que  nuestro  país  caiga  en  el  retroceso  de  recurrir  a la  violencia  verbal  o física  para 
resolver  los  choques  de  ideas. 

Nuestro  deber  principal  es  defender  y ayudar  la  imagen  de  nuestra  Asociación  Médica  y la  de 
nuestra  profesión  con  todos  los  recursos  a nuestro  alcance,  porque  en  este  caso  el  bien  común  pro- 
duce el  bien  individual,  y no  a la  inversa.  Hay  que  servirle  a la  comunidad  y al  grupo  para  lograr 
la  verdadera  satisfacción  personal,  íntima. 

Hay  que  estar  alerta  y activo,  en  la  verdadera  militancia  de  ideas  y obras  al  servicio  de  las  buenas 
causas  que  benefician  a la  comunidad  en  la  cual  convivimos.  Hay  diferentes  formas  de  rendir  ese 
servicio,  pero  ninguna  de  ellas  puede  ni  debe  causar  fricción,  resentimiento  o separación  entre  per- 
sonas que  comulgan  en  el  altar  de  la  misma  patria  y la  misma  humanidad. 

Tengo  la  más  firme  convicción  de  que  hay  (¡ue  defender  también  la  presidencia  de  la  Asociación 
Médica,  no  por  la  persona  que  la  ocupe,  sino  por  todo  lo  que  representa  ese  sitial.  Asimismo  hay 
que  defender  la  autonomía  de  los  distritos  y todo  lo  que  significa  progreso  y crecimiento  para 
nuestra  Asociación  Médica. 
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Los  medicos,  como  grupo,  tenernos  que  asumir  el  papel  de  líderes  profesionales  en  asuntos  de 
servicios  de  salud.  Esa  encomienda  no  se  puede  realizar  individualmente,  aisladamente.  Tenemos 
que  ser  agresivos  en  el  desarrollo  de  nuevas  ideas  y reformadores  en  la  acción  para  brindar  el  mejor 
servicio.  Necesitamos  una  verdadera  unión  de  voluntades  y esfuerzos  para  cumplir  esos  propósitos 
en  altura  de  pensamiento  y raíz  de  sacrificio  que  ennoblece.  Debemos  ser  ejemplo  vivo  de  tole- 
rancia, respeto,  comprensión  y generosidad  para  orgullo  de  nuestro  ministerio. 

Debemos  servir  tanto  a la  salud  física  y mental  de  nuestros  semejantes  como  a la  salud  social  y 
democrática  de  nuestro  país.  Podemos  hacerlo  bien  en  todos  los  aspectos  de  nuestra  misión,  cada 
día  mejor,  si  nos  proponemos  luchar  y trabajar  juntos  por  los  objetivos  que  nos  deben  animar. 

El  reto  de  hoy  es  la  renovación  constante  de  cada  grupo  y de  cada  individuo  para  ajustar  su  ex- 
periencia, su  conocimiento  y su  capacidad  a la  demanda  de  los  cambios  sociales.  Puerto  Rico  ne- 
cesita que  sus  médicos  se  mantengan  al  día  en  las  nuevas  técnicas  profesionales,  y que  a la  vez  puedan 
dar  ejemplo  de  madurez  intelectual  y democrática  dentro  de  su  profesión  y en  el  ejercicio  de  sus 
habilidades  políticas,  culturales  y sociales. 

Hemos  iniciado  una  nueva  década  que,  sin  lugar  a dudas,  va  a producir  cambios  sustanciales  en 
casi  todos  los  órdenes  de  la  vida  humana.  A nosotros  los  médicos  nos  toca  gran  parte  de  la  tarea 
social  de  imprimirle  a esos  cambios  el  sentido  auténtico  de  progreso  y beneficio  para  la  humanidad. 
Les  invito  a prepararse  para  esa  obra  bienhechora  como  individuos  y como  grupo  profesional,  por  el 
bien  de  nuestra  Asociación  Médica,  por  el  bien  de  nuestras  sociedades  médicas  de  distritos  y sub- 
distritos y por  el  bien  de  nuestro  país,  bajo  el  palio  glorioso  del  juramento  de  Hipócrates  y bajo 
el  emblema  dignificante  de  nuestra  Asociación  Médica,  sin  olvidar  que  nuestra  organización  profe- 
sional y nuestra  profesión  son  mucho  más  importantes  que  cada  uno  de  nosotros. 

Muchas  gracias. 

E.  A.  Montalvo  Durand,  MD 

Presidente 

Asociación  Médica  de  Puerto  Rico 


CONTRA  LA  DIPIRONA 


¿Abusamos  de  la  dipirona?  Tal  presunción  quedó  reforzada  por  una  visita  sorpresa  a 5 centros 
de  salud  de  la  Región  Noreste  en  la  mañana  del  6 de  junio  próximo  pasado.  Preguntamos  en  cada 
uno  lo  siguiente:  “¿qué  se  receta  a los  niños  que  traen  a esta  sala  de  emergencia  porque  tienen 
fiebre  alta?  ” Invariablemente,  la  respuesta  fue:  “dipirona”. 

Cinco  visitas  in  promptu  no  permiten  reunir  una  muestra  representativa;  lo  que  presumíamos, 
sigue  sin  probar.  Pero,  si  se  concede  que  cada  uno  de  esos  5 centros  de  salud  es,  por  lo  menos,  re- 
presentativo de  sí  mismo,  nuestra  sospecha  demostró  no  ser  infundada.  Y el  grave  riesgo  de  agranulo- 
citosis  que  la  dipirona  plantea,  no  es  ninguna  conjetura.  Eso  se  comprobó  hace  tiempo. 

Huguley  resumió  el  asunto,  en  1964  ( I ).  La  dipirona,  derivado  sulfonatado  de  la  aminopirina, 
puede  causar  agranulocitosis  tanto  como  esta  última.  Según  Huguley,  “la  agranulocitosis  ocurre 
súbitamente,  acaso  con  dar  sólo  una  dosis”.  Se  informó  el  primer  caso  en  1935  (2).  De  I960  a 
1964,  en  los  EE.  LJU.  nada  más  hubo  que  lamentar  7 muertes  (3  de  las  cuales,  en  niños).  Huguley 
cita  una  tasa  de  mortalidad  de  20  a 50  porciento  de  los  casos  verificados.  Y pregunta:  “¿cuántas 
vidas  ha  salvado  la  dipirona?  ”. 

Probablemente,  ninguna.  Sus  indicaciones  son  de  lo  más  traído  por  los  cabellos:  convulsiones 
febriles,  algunos  casos  de  mal  de  Hodgkin  con  fiebre  irreductible  . . . pero,  existen  los  salicilatos,  y, 
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si  el  paciente  no  los  tolerase , otros  antipiréticos  hay,  menos  peligrosos  que  la  dipirona,  como  — por 
ejemplo  — el  acetaminofén.  En  cuanto  a las  convulsiones,  febriles  o no,  lo  que  exige  prioridad  es 
el  tratamiento  del  paroxismo  neurológico,  con  barbitúricos,  con  diazepam  o con  paraldchido.  La 
pirexia  es  de  importancia  secundaria;  se  le  atenderá  con  fricciones  de  agua  o de  alcohol  tibios, 
o con  salicilatos. 

Cuando  acontece,  la  agranulocitosis  causa  fiebre,  malestar  general  y leucopenia  dentro  de  las 
primeras  24  horas.  Más  allá,  dependerá  el  cuadro  clínico  de  que  haya  o no  haya  infección.  Esta 
suele  sobrevenir  en  la  garganta  (angina  agranuloc ítica),  pero  no  siempre;  en  un  10  porciento  de  los 
casos,  dice  Huguley,  hay  celulitis  o dermatitis.  Bernard  describe  una  semiología  hematológica  de 
cierto  valor  diagnóstico:  “ agranulocitosis  profunda  con  discreta  insuficiencia  eritropoyética  y 
plaquetaria,  con  paro  de  la  maduración  granuloc ítica  en  el  estadio  de  los  promielocitos,'  (3).  Men- 
ciona trastornos  inmunológicos  que  podríamos  acriminar , pero,  en  cuanto  a la  patogénesis,  aún 
andamos  en  teorías. 

Entidades  nosológicas  como  la  agranulocitosis  implican  sin  ambages  lo  yatrógeno.  En  las  aulas  1 
médicas,  la  primera  enseñanza  que  recibimos  — y la  más  apremiante  — fue  aquella,  vieja  como 
nuestro  arte:  "primum  non  nocere  ’.  ¿Cuántas  veces,  no  obstante,  hacemos  caso  omiso  de  tan 
sabio  precepto  si  nuestra  propia  comodidad  se  ve  amenazada ? De  madrugada,  gran  tentación 
es  el  ordenar  “un  Wovaldinazo  para  que  le  baje  la  fiebre  al  nene  que  está  en  Emergencia,  en  lo  que 
yo  lo  veo'’ . ..  ¿2  o 3 horas  más  tarde? 

En  un  solo  centro  de  salud,  de  los  5 que  visitamos,  se  cuida  un  médico  de  prescribir  dipirona. 
Sabe  por  qué  lo  hace.  Unico  a observar  allí  tal  pauta,  refleja  lo  que  aprendió  con  los  pediatras  del 
Hospital  de  Distrito  de  Aguadillo.  ¡Enhorabuena! 

Cierto  es  que  la  agranulocitosis  provocada  por  la  dipirona  es  rarísima  en  Puerto  Rico.  El  Servicio 
de  Hematología  del  Hospital  Universitario  no  tiene  prueba  de  caso  alguno  (4),  lo  cual,  sin  embargo, 
no  significa  que  nuestro  temor  sea  injustificado. 

Urge  que  se  prohíba  despachar  dipirona,  o,  por  lo  menos,  que  deje  de  figurar  en  nuestros  formu- 
larios. Los  avisos  inscritos  por  ley  en  las  ampolletas  y frascos,  o las  advertencias  que  incluyen  los 
folletos  farmacéuticos,  no  bastan  porque  el  médico  cede  a la  facilidad.  Hay  que  poner  la  dipirona 
fuera  de  su  alcance. 

En  el  bosquejo  terapéutico  de  este  mes  se  incluye  una  lista  de  los  nombres  con  que  va  al  comercio 
la  dipirona.  Aquí  añadiremos  que  algunos  productos  compuestos,  como  el  “ Spasmotex ”,  también 
la  contienen. 


Manuel  E.  Soto  Viera,  MD 
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NOTICIAS 


Elkhart,  Indiana:  Myocardial  infarctions  have  a language 
that  sometimes  is  not  heard  by  medical  audiences,  according 
to  Walter  Schweizer,  M.  D.,  who  terms  the  incidence  of 
missed  myocardial  infarction  “astounding”. 

Dr.  Schweizer  made  the  observation  in  “Missed  Myocardial 
Infarction,”  an  article  in  the  current  issue  of  diagnostica,  an 
international  medical  journal  produced  by  Ames  Company, 
Division  Miles  Laboratories,  Inc.  diagnostica  is  published  in 
six  languages  and  distributed  to  physicians  in  112  countries. 

Dr.  Schweizer  is  Head  of  the  Department  of  Cardiology 
in  the  University  Clinic  of  Internal  Medicine,  Burgerspital, 
and  Professor  of  Cardiology  in  the  Faculty  of  Medicine 
of  the  University  of  Basel,  Switzerland. 

Twenty  per  cent  of  all  myocardial  infarctions  are  not 
diagnosed.  Dr.  Schweizer  said.  Half  of  these  undiagnosed 
infarctions  occur  when  sudden  death  or  death  within  a few 
minutes  is  the  first  and  only  manifestation  of  the  myocardial 
infarction. 

The  other  half  occur  when  the  language  of  the  infarction 
is  not  heard  or  is  interpreted  incorrectly  by  medical  audiences. 
Dr.  Schweizer  listed  several  reasons: 

“When  the  myocardial  infarction  is  painless  (no  chest 
pain  or  pain  equivalent  experienced)  the  infarction  is  "silent’ 
and  remains  undetected  unless  fortuitously  discovered  during 
electrocardiography  performed  for  other  reasons.”  There  is 
no  firm  basis  for  suspicion  of  infarction. 

“When  the  infarction  causes  only  limited  pain;  mild  an- 
gina on  effort  of  mild,  brief  midchest  pressure.  Symptoms 
may  be  so  slight  that  the  patient  does  not  heed  them  and 
does  not  bother  to  consult  a physician.”  This  infarction 
is  not  silent  but  it  speaks  very  softly. 

“When  the  myocardial  infarction  does  not  produce  ade- 
quately specific  alterations”  there  may  be  an  ambiguous 
clinical  picture  even  if  the  patient  consults  a physician  and 
a careful  examination  is  performed.  Here  the  infarction  is 
painful  but  it  lacks  typical  signals.  It  is  not  silent  but  it  speaks 
unintelligibly. 

“When  the  investigation  to  demonstrate  the  infarction  is 
begun  too  late”  there  is  again  an  ambiguous  clinical  picture 
because  the  infarction  is  observed  after  the  signs  have  sub- 
sided. The  infarction  does  not  remain  silent:  it  “speaks 
loudly  and  unmistakably  but  only  at  a time  when  no  one 
is  within  hearing  range.” 

“When  the  infarction  remains  undiscovered  even  though 
typical  pain  is  experienced,  typical  alterations  of  the  electro- 
cardiogram and  of  serum  enzyme  levels  are  present,  and  the 
patient  consults  the  physician  in  good  time  “there  is  a typical 
myocardial  infarction.  Here  the  physician  “does  not  hear, 
does  not  understand  or  is  not  swayed  by  the  loud  and  un- 
mistakable language  of  the  myocardial  infarction.”  This  also 


may  occur  when  “the  voice  of  the  infarction  is  drowned 
out  by  the  louder  voice  of  a concurrent  disease.” 

“When  a disease  is  unbeatable  a correct  diagnosis  may 
make  no  difference  in  a specific  case,”  Dr.  Schweizer  said. 
“Myocardial  infarction,  however,  no  longer  belongs  among 
the  unbeatable  diseases.” 

Today  it  is  vital  that  myocardial  infarction  and  the  under- 
lying coronary  heart  disease  should  not  be  missed  for  three 
reasons.  Dr.  Schweizer  said: 

1.  “Intensive  and  aggressive  coronary  care  has  reduced 
hospital  mortality  due  to  myocardial  infarction  by  approxi- 
mately 50  per  cent.”  Faster  transportation  and  efficient 
first  aid  also  figure  here. 

2.  “Anticoagulants  improve  the  chance  of  survival  after 
the  initial  myocardial  infarction.”  Recent  studies  have  shown 
that  the  two-year  mortality  rate  can  be  cut  approximately 
in  half. 

3.  “Sudden  death  occurs  in  cigarette  smokers  five  times  as 
frequently  as  in  nonsmokers.” 

When  myocardial  infarction  first  manifests  itself  in  sudden 
death  or  when  it  is  truly  silent  the  medical  profession  is  help- 
less, Dr.  Schweizer  said.  But  in  the  other  cases  medicine  is  not 
helpless.  He  recommends  two  ways  in  which  medicine  can  im- 
prove its  approach  to  this  medical  problem: 

1.  “Informing  the  public  concerning  the  symptoms  that 
may  possibly  indicate  myocardial  infarction,  reasonable  mea- 
sures to  take  when  these  symptoms  occur  and  the  urgency 
of  such  measures.” 

2.  “Improving  communication  with  medical  students  and 
fellow  physicians  regarding  diagnosis  of  myocardial  infarction, 
particularly  to  help  them  to  discern  the  softly  or  indistinctly 
speaking  infarction.” 

PROGRAMA  DE  ACTIVIDADES 

A continuación  informamos  las  siguientes  actividades  que 
han  sido  reportadas: 

Junio 

23  Reunión  Sección  de  Cardiología  - AMPR  - 8:00  p.m. 

23  Reunión  Consejo  Judicial  y Administrativo  - AMPR  - 
8:00  p.m. 

24  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

25  Reunión  Sección  Medicina  Industrial  - AMPR  - 2:00  p.m. 
25  Reunión  Comité  de  Asambleas  - AMPR  - 8:00  p.m. 
25  Reunión  Comité  Política  Pública  Distrito  Este  - AMPR  - 

8:00  p.m. 

20  Reunión  Sección  de  Radiología  - AMPR  - 8:00  p.m. 
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Noticias 


Julio 

1  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

1 Reunión  Consejo  de  Política  Pública  - AMPR  - 8:00  p.m. 

2 Reunión  Comité  de  Etica  - AMPR  - 5:30  p.m. 

2 Reunión  Comité  Ejecutivo  - AMPR  - 6:00  p.m. 

5 Reunión  Asociación  de  Distrofia  Muscular  - AMPR  - 
3:00  p.m. 

Seminario  Anestesiología  - AMPR  - 5:00  p.m. 
Reunión  Directiva  Asociación  Asistentes  Médicas  - AMPR 
8:00  p.m. 

8 Reunión  Consejo  Servicios  Médicos  - AMPR  - 8:00  p.m. 

8 Reunión  Consejo  Judicial  Administrativo  - AMPR  - 

8:00  p.m. 

8 Reunión  Consejo  de  Relaciones  Públicas  - AMPR  - 

8:00  p.m. 

8 Curso  de  Alemán  - AMPR  - 8:00  p.m. 

9 Reunión  Comité  Ejecutivo  - AMPR  - 6:00  p.m. 

9 Reunión  Consejo  Salud  Pública  - AMPR  - 8:00  p.m. 

II  Reunión  Extraordinaria  de  la  Cámara  de  Delegados  - 
AMPR  - 1:00  p.m. 

14  Película  Sección  de  Obstetricia  y Ginecología  - AMPR  - 
1:30  p.m. 

14  Conferencia  y Película  - Sección  ENT  - AMPR  - 7:30  p.m. 

14  Reunión  Consejo  Educación  Médica  - AMPR  - 8:00  p.m. 

15  Curso  de  Alemán  - AMPR  - 8- 00  p.m. 

15  Reunión  Distrito  Este  - AMPR  - 8:00  p.m. 

16  Comité  Ejecutivo  - AMPR  - 6:00  p.m. 

21  Reunión  Sección  Gastroenterología  - AMPR  - 7:30  p.m. 

22  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

29  Curso  de  Alemán  - AMPR  - 8:00  p.m. 

Agosto 

8 Reunión  Cámara  de  Delegados  - Centro  Médico  de  Maya- 
guez  - 9:30  a.m. 

Internacionales 

Vil  Congreso  Internacional  de  Neuro-Psicofarmacología  — Pra- 
ga, Checoeslovaquia;  agosto  1970  (Prof.  Zdenék  Votava,  M.  D., 
Sokolská  31  Prague  2,  Checoeslovaquia). 

X Congreso  Internacional  de  Microbiología  — México,  D.  F., 
México;  9-15  agosto  1970  (Dr.  Luis  F.  Bojalil,  Secretario, 
Apartado  60-607,  México  18,  D.  F.,  México). 

Vil  Congreso  Internacional  de  Diabetes  — Buenos  Aires, 
Argentina;  23-28  agosto  1970  (Dr.  V.  G.  Foglia,  Presidente; 
Paraguay  2155,  7to.  Piso,  Buenos  Aires,  Argentina). 

XII  Congreso  Internacional  de  Hematología  — Munich,  Ale- 
mania; 24-29  agosto  1970  (Sec.  D-8  München  12,  Postfach 
200,  Alemania). 

Vil  Congreso  Internacional  de  la  Federación  de  Sociedades 
de  Microscopía  Electrónica  — Grenoble,  Francia;  agosto  30-6 
setiembre  1970  (Ecole  Nationale  Superieure-  Laboratoire  de 
Botanique,  24  rue  Lhomond,  Paris  V.  Francia). 

III  Congreso  Europeo  de  la  Federación  Mundial  de  Sociedades 
de  Anestesiologistas  — Praga,  Checoeslovaquia;  agosto  31-4  se- 
tiembre 1970  (Dr.  B.  Dvoracek  50,  Praga  10,  Checoeslovaquia). 


V Congreso  Internacional  de  la  Sociedad  para  el  Estudio  de 
las  Enfermedades  Infecciosas  y Parasitarias  — Viena,  Austria; 
agosto  31-5  setiembre  1970  (Prof.  K.  H.  Spitzy,  Wiener 
Mediznische  Akademie,  Alsertrasse  4,  A 1090,  Viena,  Austria). 

VI  Congreso  Internacional  de  Neupatología  — París,  Francia; 
agosto  31-4  setiembre  1970  (Dr.  J.  E.  Gruner,  La  Salpetriere, 

47,  boulevard  de  I’Hospital,  París  13,  Francia). 

X Congreso  Mundial  de  Cardiología  — Londres,  Inglaterra; 
6-12  setiembre  1970  (Dr.  J.  P.  Mounsey,  Royal  Postgraduate 
Medical  School,  Ducane  Road,  London  W 12,  Inglaterra). 

XI  Congreso  Internacional  de  Medicina  Interna  — Vigyan  i 
Bhavan,  New  Delhi;  25-30  octubre  1970  (Presidente:  Dr.  K. 

K.  Datey;  Director  Comité  Organizador,  Dr.  R.  Viswanathan. 

AMERICAN  COLLEGE  OF  SURGEONS:  56th  Annual  Cli- 
nical Congress,  October  12-16,  1970,  Chicago  Illinois. 

POSTGRADUATE  COURSE  IN  LARYNGOLOGY  AND  BRON- 
CHOESOPHAGOLOGY  - November  2 through  13,  1970  - De- 
partment of  Otolaryngology  of  the  University  of  Illinois  at  the 
Medical  Center  (Dr.  Paul  H.  Holinger). 

12th  Congress  of  the  Pan-Pacific  Surgical  Association  - February 
26  to  March  3,  1972  - Place:  Hilton  Hawaiian  Village  Hotel,  Ho- 
nolulu, Hawaii.  For  details  write:  Pan— Pacific  Surgical  As- 
sociation, 236  Alexander  Young  Building,  Honolulu,  Hawaii, 
96813. 

THE  AMERICAN  COLLEGE  OF  PHYSICIANS  presents  Course 
on  Dermatological  Diagnosis  and  Treatment  for  the  Internist, 
September  1-3,  1970  — University  of  Maryland  School  of 
Medicine,  Baltimore,  Md.  For  registration,  requests  for  in- 
formation, and  application  write  to:  Edward  C.  Rosenow,  Jr.,  : 
MD,  FACP,  Executive  Director,  American  College  of  Physicians, 
4200  Pine  Street,  Philadelphia,  Pennsylvania,  19104. 


AMERICAN  BOARD  OF  FAMILY  PRACTICE  - Announces 
that  it  will  give  its  SECOND  examination  for  certification  in 
various  centers  throughout  the  United  States.  The  examination 
will  be  over  a two-day  period  on  February  27-28,  1971.  In- 
formation regarding  the  examination  and  eligibility  for  the 
examination  can  be  obtained  by  writing  to:  Nicholas  J.  Pisa- 
cano,  MD,  Secretary -Treasurer,  American  Board  of  Family 
Practice,  Inc.,  University  of  Kentucky  Medical  Center,  Annex 
No.  2,  Room  229,  Lexington,  Kentucky,  40506.  Deadline 
for  receiving  completed  applications  in  the  Board  office  is 
November  1,  1970. 


Vil  CURSO  COMPLETO  DE  GASTROENTEROLOGIA  PARA 
GRADUADOS  — 5 de  abril  al  6 de  diciembre  de  1971.  Para 
información  complementaria  dirija  carta  al  Director  del  Curso, 
Profesor  Dr.  Marcos  Maur,  Caseros  2061,  Buenos  Aires,  Argenti- 
na. 


Instrucciones  para  los  Autores 

El  Boletín  acepta  para  su  publicación  artículos 
relativos  a medicina  y cirugía  y las  ciencias  afines. 
Igualmente  acepta  artículos  especiales  y correspon- 
dencia que  pudiera  ser  de  interés  general  para  la 
profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  condición 
de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Edi- 
tora y la  del  impresor,  se  requiere  de  los  autores 
que  sigan  las  siguientes  instrucciones: 

Manuscrito:  El  manuscrito  completo,  incluyendo  las 
leyendas  y referencias  deberán  estar  escritos  a ma- 
qu  milla  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen.  En 
página  separada  deberá  incluirse  lo  siguiente:  tí- 
tulo, nombre  del  autor  (es)  y su  grado  (ej:  MD, 
FACP),  ciudad  donde  se  hizo  el  trabajo,  el  hos- 
pital o institución  académica,  patrocinadores  del 
estudio,  y si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve 
introducción  en  la  cual  se  especifique  el  propó- 
sito del  mismo.  Las  secciones  principales  (como 
por  ejemplo:  materiales  y métodos)  deben  iden- 
tificarse como  un  encabezamiento  al  centro  y en 
letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clí- 
nicos o investigaciones  de  laboratorio  deben  orga- 
nizarse bajo  los  siguientes  encabezamientos:  Intro- 
ducción, Materiales  y Métodos,  Resultados,  Dis- 
cusión, Resumen  (en  español  e inglés),  Reconoci- 
miento y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados 
deben  organizarse  en  la  siguiente  forma:  Intro- 
ducción, Materiales  y Métodos  si  es  aplicable,  Ob- 
servaciones del  Caso,  Discusión,  Resumen  (en  español 
e inglés),  Reconocimientos  y Referencias. 
Nomenclatura:  Deben  usarse  los  nombres  genéricos 

de  los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así  se 
desea.  Se  usará  con  preferencia  el  sistema  métrico 
de  peso6  y medidas. 

Tablas:  Las  tablas  deben  aparecer  en  hojas  separadas. 
Estas  deben  incluir  el  título  y el  número  de  la 
tabla  (romano).  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se 
deben  omitir  líneas  verticales  y horizontales  en 
la  tabla. 


Figuras:  Las  fotografías  y microfotografías  se  some- 
terán como  copias  en  papel  de  lustre,  sin  montar. 
En  el  reverso  de  la  figura  debe  aparecer  el  numero 
de  la  figura  (arábigo)  y el  autor  y debe  indicarse 
la  parte  superior. 

Referencias:  Las  referencias  deben  ser  numeradas 

sucesivamente  de  acuerdo  con  su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis 
al  nivel  de  la  línea  u oración.  Al  final  de  cada 
artículo  las  referencias  deben  aparecer  en  el  orden 
numérico  en  que  se  citan  en  el  texto.  Estas  deben 
seguir  el  estilo  o patrón  del  ‘Index  Medicus”,  el 
cual  se  describe  a continuación: 

Para  artículos  de  Revista 

Apellido  (s),  e iniciales  del  nombre  del  autor  (es), 
título  del  artículo,  nombre  de  la  revista,  volumen, 
primera  página  y año. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954 
Para  citación  de  Libros 

Apellido  (s),  e iniciales  del  autor  (es),  título,  edi- 
ción, casa  editora,  ciudad,  año  y página. 

fí'introbe,  M.  M.:  Clinical  Hematology,  3rd  Ed. 

Lea  and  F ebiger,  Philadelphia,  1952  p.  67. 

Deben  usarse  solamente  las  abreviaturas  indicadas  en 
el  “Cumulative  Index  Medicus”  que  publica  la  Aso- 
ciación Médica  Americana. 

Como  guía  de  referencia  para  preparar  su  artí- 
culo puede  usar  la  publicación  Advice  to  Authors 
que  publica  la  Scientific  Publications  Division,  Amer- 
ican Medical  Association,  535  N Dearborn  Street, 
Chicago,  Illinois,  60610. 

Instructions  to  Authors 

The  Boletín  will  accept  for  publication  contribu- 
tions relating  to  the  various  areas  of  medicine,  sur- 
gery and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  phy- 
sicians will  also  be  accepted.  All  material  is  accepted 
with  the  understanding  that  it  is  to  be  published 
solely  in  this  journal. 

In  order  to  facilitate  review  of  the  article  by  the 
Editorial  Board  and  the  work  of  the  printer,  the 
authors  must  conform  with  the  following  instructions: 

Manuscripts:  The  entire  manuscript,  including  legends 
and  references  should  be  typewritten  double  spaced 
in  duplicate  with  ample  margins.  A separate  title 
page  should  include  the  following:  title,  authors 
and  their  degrees  (e.  g.  MD,FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions, 


acknowledgment  of  financial  sponsors,  and  if  the 
paper  has  been  presented  at  a meeting  the  place 
and  date  should  he  given. 

The  manuscript  should  start  with  a brief  intro- 
ductory paragraph  or  paragraphs  which  should  state 
its  purpose.  The  main  sections  (for  example,  Mater- 
ials and  Methods)  should  be  identified  by  center 
headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies 
or  laboratory  investigation  should  be  organized  un- 
der the  following  headings:  Introduction,  Material 
and  Methods,  Results  if  indicated,  Discussion,  Sum- 
mary in  English  and  Spanish,  Acknowledgments  if 
any,  and  References. 

Nomenclature:  Generic  names  of  drugs  should  be 

used;  trade  names  may  also  be  given  in  parenthesis, 
if  desired.  Metric  units  of  measurements  should 
be  used  preferentially. 

Tables:  These  should  he  typed  on  separate  sheets  with 
the  title  and  table  number  (Roman)  centered.  Sym- 
bol for  units  should  be  confined  to  the  column 
headings.  Vertical  and  horizontal  lines  should  be 
omitted. 

Figures:  Photographs  and  photomicrographs  should 

be  submitted  as  glossy  prints,  unmounted.  They 
should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top 
should  be  indicated.  Legends  to  the  figures  should 


be  typed  on  a separate  sheet. 

References:  These  should  be  numbered  serially  as 

they  appear  in  the  text.  The  number  should  be 
enclosed  in  parenthesis  on  the  line  of  writing  and 
not  as  superscript  numbers.  At  the  end  of  the 
article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text. 
This  list  should  conform  to  the  Style  of  the  index 
Medicu6  and  should  be  punctuated  as  in  the  follow- 
ing examples. 

For  journal  articles:  Surname  and  initials  of  au- 
thor (s),  title  of  articles,  name  of  journal,  vo- 
lume, first  page  and  year. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

For  Books:  Surname  and  initials  of  author  (s), 
title,  edition,  publishing  house,  City,  year  and 
page. 

Wintrobe,  M.  M:  Clinical  Hematology,  3rd.  Ed. 

Lea  and  Febiger,  Philadelphia,  1952,  p.  67. 
Abbreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the  American 
Medical  Association. 

For  aid  in  preparing  your  manuscript  refer  to  the 
publication  Advice  to  Authors  available  from  the  Scien- 
tific Publications  Division,  American  Medical  Associa- 
tion, 535  N Dearborn  St.,  Chicago,  Olinois  60610. 


ANUNCIOS 


LOCAL  PARA  ALQUILAR 

Se  alquila  segunda  planta  propia  para  oficina.  Ave. 
Central  1529,  Caparra  Terrace.  Para  más  informes  vea 
al  Sr.  A.  Santiago  Morales  en  la  tienda  primer  piso. 


VENDO 

Vendo  un  fluoroscopio  en  perfectas  condiciones, 
guantes  y delantal  de  plomo  y cuarto  obscuro.  Para 
información,  Dr.  Alonso  - Tel.  782-8046. 


SE  VENDE 

Se  vende  oficina  Manhattan;  área  hispana  - equipo 
incluye  Rayos  X;  renta  razonable.  Buena  para  mé- 
dico generalista,  internista,  ginecólogo  o combinación. 
J.  M.  Rodríguez,  MD  — 201  West  107  St.,  Apt.  1, 
N.  Y.,  N.  Y.  10025  - Teléfono:  (Area  Code  212) 
666-4024  - 3 - 6 PM. 


Apartamento  para  oficina,  530  pies  cuadrados,  Calle 
Domenech  283,  2do  piso,  Hato  Rey.  Informa  Ing. 
Albandoz,  en  bajos. 


' you  can  hang  on  for  a few  more  minutes,  Doctor, 
m sure  I’ll  sneeze  again.” 


i sneeze.  And  sneeze  some  more.  But  with  Novahis- 
s®  LP,  most  patients  get  prompt  and  long-lasting 
sf  from  the  symptoms  of  allergies  and  colds.  These 
itinuous-release  tablets  have  a vasoconstrictor-anti- 
:amine  formulation  that  begins  working  in  minutes, 
n continues  to  provide  relief  for  hours.  Even  when 
¡al  congestion  is  due  to  repeated  allergic  episodes, 
) Novahistine  LP  tablets,  morning  and  evening,  let 


most  patients  breathe  freely  all  day  and  all  night.  Use 
with  caution  in  individuals  with  severe  hypertension, 
diabetes  mellitus,  hyper-  ■ • > • ® 

thyroidism  or  urinary  jMOVÍullStlIlC 

retention.  Caution  am-  X"  X) 

bulatory  patients  that  I JX  decongestant 

drowsiness  may  result.  (Each  tablet  contains  25  mg.  of  phenylephrine 

hydrochloride  and  4 mg.  of  chlorpheniramine 
maleate.) 


THE  DOW  CHEMICAL  COMPANY  Rx  Pharmaceuticals  Indianapolis 


Results  on  skin  are  final  proof  of  any  topical  antibiotic’s  effectiveness 


No  in  vitro  test  can  duplicate  a clinical  situation  on  living  skin.  ‘Neosporm’  (polymyxin  B 
— bacitracin  - neomycin)  Ointment  has  consistently  proven  its  effectiveness  in  thousands  of 
cases  of  bacterial  skin  infection.  The  spectra  of  the  three  antibiotics  overlap  in  such  a way 
as  to  provide  bactericidal  action  against  most  pathogenic  bacteria  likely  to  be  found  topically. 
Diffusion  of  the  antibiotics  from  the  special  petrolatum  base  is  rapid  since  they  are  insoluble 
in  the  petrolatum,  but  readily  soluble  in  tissue  fluids.  The  Ointment  is  bland  and  nonirritating. 

Caution:  As  with  other  antibiotic  preparations,  prolonged  use  may  result  in  overgrowth  of  nonsuscep- 
tible  organisms  and/or  fungi.  Appropriate  measures  should  be  taken  if  this  occurs.  Articles  in  the 
current  medical  literature  indicate  an  increase  in  the  prevalence  of  persons  allergic  to  neomycin. 
The  possibility  of  such  a reaction  should  be  borne  in  mind. 

Contraindications:  This  product  is  contraindicated  in  those  individuals  who  have  shown  hyper- 
sensitivity to  any  of  its  components. 

Supplied:  Tubes  of  1 oz.,  Vz  oz.  with  applicator  tip,  and  Vs  oz.  with  ophthalmic  tip. 

Complete  literature  available  on  request  from  Professional  Services  Dept.  PML. 


‘NEOSPORIN’ 


brand 


POLYMYXIN  B-BACITRACIN-NEOMYCIN 

OINTMENT 


BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC.,  Tuckahoe,  N.Y. 


TROCINATE 

Brand  THIPHENAMIL  HC1 

400  mg./100  mg.  S/C  tablets 

Trocinate  relaxes  all  smooth  muscles.  Its  direct  action  (muscu- 
lotropic)  does  not  involve  the  autonomic  nervous  system  and  it  is 
not  mydriatic.  It  is  metabolized  by  the  body  and  eliminated  in  the 
urine  as  harmless  degradation  products.  Trocinate  has  a remark- 
able history  of  freedom  from  side-effects. 

When  a pure  direct-acting  smooth  muscle  relaxant  is  indicated, 
Trocinate  is  the  drug  of  choice. 

DIARRHEA  (functional)  . . . the  first  400  mg. 
tablet  usually  relieves  the  discomfort  of  diarrhea  so 
promptly  that  it  ceases  to  be  a bother. 
DIVERTICULITIS-MUCOUS  COLITIS 
. . . the  accompanying  discomforts  can  be  relieved  by 
this  direct  smooth  muscle  relaxant. 

BLADDER  SPASM  . . . relaxation  is  immediate. 
One  or  two  tablets  condition  the  bladder  for  cystoscopy 
in  one  hour. 

SPASTIC  URETER  . . . the  specific  relaxing  effect 
of  Trocinate  on  the  spastic  ureter  has  been  proven  by 
animal  studies  and  affirmed  clinically.  (7.  Urol. 
73:487-93 ) 

PRESCRIBING  INFORMATION 

WARNING:  Do  not  give  in  advanced  kidney  or  liver  disease. 
PRECAUTIONS:  Trocinate  relaxes  all  smooth  muscles.  Large 
dosage  or  prolonged  usage  may  cause  feeling  of  weakness  or  can 
theoretically  precipitate  gall-bladder  colic,  due  to  relaxing  the 
vascular  and  duct  systems.  Caution  should  be  observed  in  patients 
with  urinary  bladder  obstruction.  DOSAGE:  400  mg.  May  be 
repeated  in  4 hours.  After  relief,  lengthen  the  dose  frequency, 
(see  side  note) 


WILLIAM  P.  POYTHRESS  & CO.,  INC. 
RICHMOND,  VIRGINIA  23217 


86%  greater  risk  of  angina  pectoris, 

82%  greater  risk  of  diabetes, 

71  % greater  risk  of  coronary  heart  disease.* 

Obesity  may  also  aggravate  osteoarthritis, 
flat  feet,  intertriginous  dermatitis,  varicose 
veins,  and  ventral  or  diaphragmatic  hernias.1'3 


0m  I 


'oil  are  considering  weight  reduction,  consider 

phenmetrazine  hydrochloride 
Endurets® 

prolonged-action  tablets 

Often  effective 

Controlled  studies  in  a general  patient  popu- 
lation have  shown  that  when  Preludin  is  used 
with  diet,  the  rate  of  weight  loss  exceeds 
that  obtained  by  placebo  and  diet. 

Long  acting 

Slow,  even  release  of  the  active  principle 
usually  suppresses  appetite  continuously  for 
about  12  hours. 

Once-a-day  dosage 

One  Endurets  tablet  after  breakfast.  It  helps 
reduce  weight  and  costs,  conveniently. 

For  contraindications,  warning,  precautions, 
and  adverse  reactions,  please  see  the  full 
prescribing  information. 

It  is  summarized  on  this  page. 

Where  there’s  no  will  there’s  a therapeutic  way. 


•Among  persons  20%  or  more 
overweight  as  compared  with 
median  weight  for  persons  of 
like  height  and  sex. 

1.  Kannel,  W.B.,  et  a/.:  Circula- 
tion 35:734,  1967. 

2.  Thomas,  H.E.,  Jr.,  et  a/.:  Med. 
Times  95:1099,  1967. 

3.  Albrink,  M.J.,  in:  Beeson, 

P.B.  & McDermott,  W.  (eds.): 
Cecil-Loeb  Textbook  of  Medicine, 
ed.  12,  Phila.:  W.B.  Saunders 
Co.,  1967. 

Preludin® 

phenmetrazine  hydrochloride 

Preludin  is  indicated  only  as  an 
anorexigenic  agent  in  the  treat- 
ment of  obesity.  It  may  be  used  in 
simple  obesity  and  in  obesity 
complicated  by  diabetes,  mod- 
erate hypertension  (see  Pre- 
cautions), or  pregnancy  (see 
Warning). 

Contraindications:  Severe 
coronary  artery  disease,  hyper- 
thyroidism, severe  hypertension, 
nervous  instability,  and  agitated 
prepsychotic  states.  Do  not  use 
with  other  CNS  stimulants, 
including  MAO  inhibitors. 
Warning:  Do  not  use  during  the 
first  trimester  of  pregnancy  un- 
less potential  benefits  outweigh 
possible  risks.  There  have  been 
clinical  reports  of  congenital  mal- 
formation, but  causal  relation- 
ship has  not  bepn  proved.  Animal 
teratogenic  studies  have  been 
Inconclusive. 

Precautions:  Use  with  caution  in 
moderate  hypertension  and 
cardiac  decompensation.  Cases 


involving  abuse  of  or  depend- 
ence on  phenmetrazine  hydro- 
chloride have  been  reported.  In 
general,  these  cases  were 
characterized  by  excessive 
consumption  of  the  drug  for  its 
central  stimulant  effect,  and  have 
resulted  in  a psychotic  illness 
manifested  by  restlessness,  mood 
or  behavior  changes,  hallucina- 
tions or  delusions.  Do  not  exceed 
recommended  dosage. 

Adverse  Reactions:  Dryness  or 
unpleasant  taste  in  the  mouth, 
urticaria,  overstimulation, 
insomnia,  urinary  frequency  or 
nocturia,  dizziness,  nausea,  or 
headache. 

Dosage:  One  25  mg.  tablet  b.i.d. 
or  t.i.d.  Or  one  75  mg.  Endurets 
tablet  a day,  taken  by  mid- 
morning. 

Availability:  Pink,  square,  scored 
tablets  of  25  mg.  for  b.i.d.  or 
t.i.d.  administration,  in  bottles  of 
100  and  1000. 

Pink,  round  Endurets®  prolonged- 
action  tablets  of  75  mg.  for 
once-a-day  administration,  in 
bottles  of  100  and  1000. 
(B)R3-46-560-B 

For  complete  details,  please  see 
full  prescribing  Information. 

Under  license  from 
Boehringer  Ingelheim  G.m.b.H. 


Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York  10502 


An  impressive  figure? 

Not  really.  When  you  put  it  up  against  the 
hundreds  of  millions  of  people  in  this  world 
that  depend  upon  the  medical  profession, 
this  figure  becomes  minuscule. 

We  think  physicians  join  TRIPLE  S for  the  personal 
satisfaction  that  comes  from  knowing  their  doors 
are  open  to  everyone  that  might  need  them. 

One  of  our  physicians  put  it  this  way:  “I  guess 
it  all  boils  down  to  a deep  sense  of  social 
responsibility  and  concern  for  the  people  that 
depend  so  much  upon  our  profession  ”. 


Member 


of  the 


National 


Association 


Blue  Shield 


Plans 


There's  more  to  being  a 
Triple  S participating 
physician  than  having 
135,000  prospective 
patients 


to  the  clinical  staff 
and  to  the  researcher 


The  Ohio  Model  560  is  much 
more  than  a respirator 


The  new  Ohio  Model  560  Respirator  is  a volume  con- 
trolled unit  which  will  deliver  tidal  volume  to  the  patient 
regardless  of  resistance  and  compliance  of  the  patient’s 
pulmonary  systems.  It  is  an  extremely  valuable  and  ver- 
satile instrument  for  intensive  care,  post-operative,  and 
emergency  room  areas. 

This  respirator  may  be  programmed  either  to  assist 
patient  ventilation,  with  varying  degrees  of  control,  or  to 
completely  take  over  and  place  the  patient  under  respira- 
tor control.  Tidal  volume  is  adjustable  from  100  cc  to 
2000  cc  with  adjustable  expiratory  times. 

A computerized  "sigh”  or  deep  breath  may  be  easily 
introduced  to  the  patient  on  a programmed  basis  at  in- 
tervals of  2,  4,  6,  8,  or  10  minutes.  After  a deep  breath  is 
delivered  the  computerized  circuit  automatically  lengthens 
expiratory  time  to  twice  the  setting  used  previously  for 
tidal  volume  only  — then  automatically  resumes  its  pre- 
set breathing  pattern. 

Other  features  include  manual  pushbutton  initiation  of 
both  inspiration  and  expiration,  an  ultrasonic  humidifier 
which  delivers  0 to  3 cc  per  minute  minimum  and  an  alarm 
system  monitors  low  pressure,  bellows  travel,  loss  of 
power,  and  lesser  concentration  of  oxygen  than  selected. 
For  added  safety,  the  patient  circuit  opens  automatically 
permitting  the  patient  to  breathe  to  atmosphere  in  the 
event  of  machine  malfunction.  An  accessory  system  per- 
mits a range  of  0 to  —20  cm.  H_>0  negative  pressure. 


general  gases  & supplies  corp. 


Jaspe  No.  21  Centro  Comercial  Villa  Blanca 
Caguas,  P.  R.  743-6595 

Barbosa  No.  11 
Bayamón,  P.  R.  785-6090 


Intersección  Ave.  Central  y Carr.  Guaynabo 
Guaynal-J,  P.  R.  783-4515 

Condominio  Los  Flamboyanes 
Ave.  65th  Infantería  cruce  Trujillo  Alto 
Rio  Piedras,  P.  R.  764-1940 


Calle  Muñoz  Rivera  esq.  Ave.  Expreso 
Ponce.  P.  R..  843-0425 

Manuel  Camuñas  No.  10 
Urb.  Industrial  Tres  Monjitas 
Hato  Rey,  P.  R.  765-7445 


INTRODUCING: 


The 

Acute  Phase 
Antacid 


\ 


Camalox 


formulated 
to  deliver  a high  level  of  antacid  activity 
for  your  peptic  ulcer  patients. 


Even  your  new  peptic  ulcer  patients  are  probably  familiar 
with  antacids  of  one  sort  or  another.  But  not  with  Camalox 
Suspension.  Camalox  is  the  physician’s  new  antacid.  Dose 
for  dose,  it  exceeds  other  leading  ethical  antacids  in  terms 
of  quantity  of  acid  neutralized  as  well  as  the  speed  and  du- 
ration of  antacid  activity  as  measured  in  laboratory  models. 

Camalox  Suspension  tastes  good,  too.  It  is  formulated 
by  a unique  process  that  enhances  the  texture  and  vanilla- 
mint  flavor,  making  it  pleasantly  palatable  even  for  patients 
who  must  takei  antacids  for  extended  periods. 

Prescribe  or  specify  new  Camalox— the  Acute  Phase 
Antacid— when  high  performance  and  patient  cooperation 
are  particularly  important. 

Composition:  Balanced  suspension  of  magnesium  and  alumi- 
num hydroxides  with  calcium  carbonate. 

Indications:  As  an  antacid  in  peptic  ulcer,  gastritis  and  gas- 
tric hyperacidity  conditions. 

Usual  Adult  Dose:  Two  to  four  teaspoonfuls  one-half  to  one 
hour  after  meals  and  at  bedtime.  For  acute  therapy,  dosage 
may  be  repeated  every  one  or  two  hours. 

Warning:  Camalox  should  not  be  used  in  patients  who  are 
severely  debilitated  or  suffering  from  kidney  failure. 

Supplied:  Bottles  of  16  fluid  ounces  (pint). 


B WILLIAM  H.  RORER,  INC. 

Fort  Washington,  Pa.  19034 


SUSPENSION 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 


Unicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 

Vitamina  D 

Mononitrato  de  Tiamina  (B-l) 

Riboflavina  (B-2) 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio) 

Niacinamida  

Clorhidrato  de  Piridoxina  (B-6) 

Pantotenato  de  Calcio 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina) 
Vitamina  E 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso) 

Yodo  (como  yoduro  de  potasio) 

Calcio  (como  carbonato) 

Cobre  (como  sulfato) 

Manganeso  (como  sulfato) 

Magnesio  (como  sulfato) 

Potasio  (como  sulfato) 


1.5  mg. 
10  mcg. 
10  mg. 

10  mg. 

300  mg. 
100  mg. 
2 mg. 
20  mg. 
20  mg. 

30  Unidades  Internacionales 

10  mg. 

0.15  mg. 
50  mg. 
1 mg. 
1 mg. 
6 mg. 
5 mg. 


Posolog/a:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 


Presentación:  Frascos  de  30  y 90 


Upjohn 
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anxiety: 
the  tyrant 


Excessive  anxiety  can  often  dominate  the  patient  made 
vulnerable  by  illness,  surgery,  prolonged  emotional  stress.  It  can 
induce  or  aggravate  symptoms,  disrupt  medical  management, 
divert  energy  the  patient  needs  for  recovery. 

The  antianxiety  action  of  Librium®  (chlordiazepoxide  HCD— 
used  adjunctively  or  alone— has  demonstrated  clinical 
usefulness  in  virtually  every  field  of  medical  practice  where 
anxiety  complicates  the  patient's  condition. 


for  the  patient 
ruled  by  anxiety 

Librium" 

(chlordiazepoxide 
HCl)  5-mg,  10-mg, 
25-mg  capsules 

Before  prescribing,  please  consult  com- 
plete product  information,  a summary  of 
which  follows: 

Indications:  Indicated  when  anxiety,  ten- 
sion and  apprehension  are  significant 
components  of  the  clinical  profile. 
Contraindications:  Patients  with  known 
hypersensitivity  to  the  drug. 

Warnings:  Caution  patients  about  possible 
combined  effects  with  alcohol  and  other 
CNS  depressants.  As  with  all  CNS-acting 
drugs,  caution  patients  against  hazardous 
occupations  requiring  complete  mental 
alertness  (e.g.,  operating  machinery, 
driving).  Though  physical  and  psychologi- 
cal dependence  have  rarely  been  re- 
ported on  recommended  doses,  use 
caution  in’administering  to  addiction- 


prone  individuals  or  those  who  might 
increase  dosage;  withdrawal  symptoms 
(including  convulsions),  following  dis- 
continuation of  the  drug  and  similar  to 
those  seen  with  barbiturates,  have  been 
reported.  Use  of  any  drug  in  pregnancy, 
lactation,  or  in  women  of  childbearing 
age  requires  that  its  potential  benefits  be 
weighed  against  its  possible  hazards. 
Precautions:  In  the  elderly  and  debilitated, 
and  in  children  over  six,  limit  to  smallest 
effective  dosage  (initially  10  mg  or  less 
per  day)  to  preclude  ataxia  or  overseda- 
tion, increasing  gradually  as  needed  and 
tolerated.  Not  recommended  in  children 
under  six.  Though  generally  not  recom- 
mended, if  combination  therapy  with 
other  psychotropics  seems  indicated, 
carefully  consider  individual  pharmaco- 
logic effects,  particularly  in  use  of  po- 
tentiating drugs  such  as  MAO  inhibitors 
and  phenothiazines.  Observe  usual  pre- 
cautions in  presence  of  impaired  renal  or 
hepatic  function.  Paradoxical  reactions 
(e.g.,  excitement,  stimulation  and  acute 
rage)  have  been  reported  in  psychiatric 
patients  and  hyperactive  aggressive 
children.  Employ  usual  precautions  in 
treatment  of  anxiety  states  with  evidence 
of  impending  depression;  suicidal  ten- 
dencies may  be  present  and  protective 


measures  necessary.  Variable  effects 
on  blood  coagulation  have  been  reporte' 
very  rarely  in  patients  receiving  the  drug 
and  oral  anticoagulants;  causal  relation- 
ship has  not  been  established  clinically. 
Adverse  Reactions:  Drowsiness,  ataxia  an< 
confusion  may  occur,  especially  in  the 
elderly  and  debilitated.  These  are  re- 
versible in  most  instances  by  proper 
dosage  adjustment,  but  are  also  occasior 
ally  observed  at  the  lower  dosage  range: 
In  a few  instances  syncope  has  been 
reported.  Also  encountered  are  isolated 
instances  of  skin  eruptions,  edema,  mino 
menstrual  irregularities,  nausea  and 
constipation,  extrapyramidal  symptoms, 
increased  and  decreased  libido  — all  in- 
frequent and  generally  controlled  with 
dosage  reduction;  changes  in  EEG  pat- 
terns (low-voltage  fast  activity)  may 
appear  during  and  after  treatment- 
blood  dyscrasias  (including  agranulocytc 
sis),  jaundice  and  hepatic  dysfunction 
have  been  reported  occasionally,  making 
periodic  blood  counts  and  liver  function 
tests  advisable  during  protracted  therapy 
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Hot  spots  on  her  bikini  are  one  thing 


Tinea  versicolor  spots  on  her  body  are 
something  else.  The  specific  solution  is 
TINVER  — the  likeable  lotion  that 
provides  a 25%  sodium  thiosulphate 
solution  without  the  unpleasant  odor. 
With  TINVER,  a colloidal  alumina 
suspension  allows  controlled,  gradual 
release  of  nascent  sulphur  so  there’s  never 
any  unpleasant  odor— just  pleasant 
acceptance  by  your  patients. 
Cleansing,  keratolytic  salicylic  acid  has 
also  been  added  to  enhance  the 
penetration  of  the  fungicide  and  assure 
more  dependable  results. 


Tinver 

(sodium  thiosulphate .25 %, 
salicylic  acid  1%) 

The  pleasant 
solution  to 
tinea  versicolor. 


Description : Sodium  thiosulfate  25%; 
salicylic  acid  1%;  isopropyl  alcohol 
10%;  propylene  glycol;  menthol; 
disodium  edetate;  colloidal  alumina; 
purified  water.  Indications:  For 
topical  use  in  the  treatment  of  tinea 
versicolor  (Malassezia  furfur  infection). 
Administration:  Thoroughly  wash,  rinse 
and  dry  the  affected  areas  before 
application  of  medication.  Apply  a thin 
film  of  lotion  twice  a day  or  as  directed. 
Although  diagnostic  evidence  of  the  disease 
may  disappear  in  a few  days,  it  is  advisable 
to  continue  the  treatment  for  a much 
longer  peiiod.  Clothing  should  be  boiled  to 
prevent  reinfection.  Precautions:  If  signs  of 
irritation  or  sensitivity  develop, 
discontinue  use.  Do  not  use  on  or  about  the 
eyes.  Supply:  5-fl.  oz.  and  new  economy 
12-fl.  oz.  plastic  squeeze  bottles. 

Barnes-Hind  Laboratories 
Subsidiary  of  Barnes-Hind 
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and  symptoms  have  disappeared  rapidly  upon  cessa- 
tion of  treatment. 

Side  Effects:  Gastrointestinal  system  — anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossitis,  en- 
terocolitis, pruritus  ani.  Skin  — maculopapular  and 
erythematous  rashes;  a rare  case  of  exfoliative  der- 
matitis has  been  reported.  Photosensitivity;  ony- 
cholysis and  discoloration  of  the  nails  (rare).  Kidney 
— rise  in  BUN,  apparently  dose-related.  Transient 
increase  in  urinary  output,  sometimes  accompanied 
by  thirst  (rare).  Hypersensitivity  reactions— urticaria, 
angioneurotic  edema,  anaphylaxis.  Teeth  — dental 
staining  (yellow-brown)  in  children  of  mothers  given 
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bone-forming  tissue  with  no  serious  harmful  effects 
reported  thus  far  in  humans. 

Average  Adult  Daily  Dosage:  150  mg  q.i.d.  or  300 
mg  b.i.d.  Should  be  given  1 hour  before  or  2 hours 
after  meals,  since  absorption  is  impaired  by  the  con- 
comitant administration  of  high  calcium  content 
drugs,  foods  and  some  dairy  products.  Treatment  of 
streptococcal  infections  should  continue  for  10  days, 
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The  incidence  of  thromboembolic  episodes  in  preg- 
nancy has  been  estimated  between  0.018  percent 
and  0.29  percent  of  deliveries  (1,  2,  3).  Villasanta, 
during  the  years  1950  and  through  1963,  gives  an  inci- 
dence of  0.027  percent  of  antepartum  thrombophlebi- 
tis, out  of  43,790  deliveries,  and  an  incidence  of  0.079 
percent  of  postpartal  thrombophlebitis  (3). 

Thrombophlebitis  occurs  more  frequently  after  than 
before  delivery.  In  1965  Villasanta  noted  an  increased 
frequency  in  the  antepartum  period  and  stated  that 
the  rare  occurrence  of  the  disease  during  pregnancy 
was  due  to  failure  in  reporting  cases  in  the  past  (3). 
Quenneville  thought  that  this  apparent  increase  in 
frequency  represented  the  increased  interest  and  know- 
ledge on  the  part  of  the  physicians,  the  availability 
of  more  specific  treatment  and  the  better  follow  up 
in  the  antenatal  period  (4). 

Anticoagulation  reduced  the  overall  mortality  and 
morbidity  of  thrombophlebitis,  but  in  pregnancy  its 
therapy  remains  a challenge  (5).  Eighteen  fetal  deaths 
have  been  directly  attributed  to  the  use  of  coumarin 
drugs  (6);  hence  heparin  would  be  the  drug  of  choice 
but  its  use  is  impractical  as  it  is  difficult  to  maintain 
a patient  on  heparin  anticoagulation  as  an  outpatient. 

The  purpose  of  this  communication  is  to  present 
an  analysis  of  34  cases  of  deep  thrombophlebitis  in 
pregnancy  treated  with  heparin,  and  to  present  some 
observations  relative  to  the  management  of  this  serious 
complication. 

Materials  and  Methods 

Thirty  four  cases  of  thrombophlebitis  were  treated  on  the 
Obstetrics  Service  at  the  University  Hospital,  from  July  1963 
to  July  1969.  The  patients  were  divided  into  two  groups: 
Group  1,  antepartum  and  group  2,  post  partum. 


From  the  Departments  of  Obstetrics  and  Gynecology, 
Medicine  and  Maternal  and  Infant  Care  Project  505,  Univer- 
sity of  Puerto  Rico  School  of  Medicine,  San  Juan,  Puerto  Rico. 

Presented  at  the  Annual  Meeting  of  the  Puerto  Rico  Heart 
Association,  San  Juan,  Puerto  Rico,  October  5,  1969. 


The  criteria  for  the  diagnosis  of  deep  thrombophlebitis 
were  the  presence  of  two  or  more  of  the  following  signs: 
(1)  Foot  calf  or  thigh  tenderness;  (2)  Edema  of  the  leg  and 
foot;  (3)  Enlargement  of  the  calf;  (4)  Increased  skin  tempera- 
ture; (5)  A positive  Homan’s  sign;  and  (6)  A positive  Lowen- 
berg  cuff  pain  test.  Calf  tenderness  elicited  on  palpation,  in- 
crease in  extremity  diameter  and  a positive  Lowenberg  cuff 
pain  test  were  highly  suggestive  signs  of  a correct  diagnosis. 
Pain  the  calf  elicited  by  dorsiflexion  of  the  foot,  (7)  (Homan’s 
sign),  although  present  in  the  majority  of  our  cases,  was  not 
granted  the  prominence  given  by  other  investigators,  since 
this  is  found  in  many  normal  pregnant  females,  especially 
in  the  left  lower  extremity,  and  most  probably  due  to  the 
normal  position  of  the  pregnant  uterus,  that  is,  slightly 
tilted  to  the  left,  causing  some  compression  of  the  neuro- 
vascular bundle  of  the  same  side. 

All  patients  had  a baseline  12  lead  electrocardiogram,  transa- 
minase determinations  and  roentgen  examination  of  the  chest. 
They  were  screened  carefully  for  contraindications  to  anti- 
coagulation before  instituting  following  programs. 

Antepartum  anticoagulation  with  Heparin: 

A Lee-White  clotting  time  was  followed  by  an  intravenous 
dose  of  aqueous  heparin,  ranging  from  50-75  mg. 

During  the  first  hospital  day,  clotting  time  determinations 
were  done  every  4 hours,  to  establish  a dosage  schedule  every 
4-6  hours,  provided  the  clotting  time  was  not  prolonged 
beyond  double  of  the  initial  clotting  time.  Subsequently, 
patients  were  scheduled  for  a daily  clotting  time  determina- 
tion. The  duration  of  the  aqueous  heparin  treatment  in  the 
antepartum  period  lasted  for  21  days.  Since  the  control  of 
uterine  bleeding  at  delivery  depends  on  the  contraction  of 
the  uterine  musculature  rather  than  on  blood  clotting  per  se, 
the  patients  with  antepartum  thrombophlebitis  delivered  while 
in  the  hospital,  were  continued  during  labor  with  1.  V. 
Heparin  and  special  precautions  were  taken  to  prevent  laceration 
or  the  unnecessary  use  of  episiotomy.  Protamine  sulfate  was 
kept  available  for  immediate  use,  should  excessive  bleeding 
occur  from  a vaginal  or  cervical  laceration  or  episiotomy. 

Intramuscular  or  subcutaneous  routes,  with  their  longer 
lasting  effect,  were  not  used  because  of  the  prolonged  clotting 
times  they  bring  about,  and  the  difficulties  this  may  bring 
if  one  desires  to  act  rapidly  in  an  urgent  situation  (7). 

As  soon  as  patients  delivered  they  were  shifted  to  cou- 
marin derivatives  controlled  by  daily  prothrombin  time.  Pa- 
tients in  early  pregnancy  or  not  at  term  remained  anti- 
coagulated  for  21  days  after  becoming  asymptomatic  in  Hos- 
pital. They  were  then  discharged  for  weekly  follow  up  at  the 
Maternal  and  Infant  Care  Project  clinic.  Particular  interest 
was  placed  in  any  change  in  diameter  of  the  lower  extremities 
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TABLE  I:  PRESENTING  SIGNS  AND  SYMPTOMS  IN  THE  34  CASES  STUDIED 


Signs  and  Symptoms 

Instances  Occurring 

Fever  and  Chills 

4 

Tachycardia 

8 

Foot,  Calf,  Thigh  Tenderness 

34 

Edema  of  the  Calf 

25 

Increased  temperature  of  skin 

10 

Positive  Homans’  sign 

20 

Positive  Lowenberg  Cuff  Pain  Test 

24 

Palpable  Tender  Cordlike  Structure 

13 

Prominent  Sentinel  Veins 

10 

Phlegmasia  Alba  Dolens 

3 

and  signs  of  activity  of  the  phlebitis.  These  cases  are  anti- 
coagulated with  heparin  at  time  of  delivery,  and  kept  on 
Coumarin  anticoagulation  for  three  weeks  post  partum. 

Post  Partum  Anticoagulation: 

Patients  who  develop  the  disease  during  the  post  partum 
period  were  started  in  aqueous  heparin  in  the  program  already 
mentioned,  and  in  oral  Coumarin  controlled  by  a daily  pro- 
thrombin time.  Heparin  was  discontinued  as  soon  as  the  pro- 
thrombin time  reached  therapeutic  levels.  Treatment  continued 
for  21  days  after  absence  of  symptoms  or  signs. 

Follow  up  of  all  patients  after  the  puerperium  was  managed 
by  maintaining  patients  from  4-6  weeks  on  Coumarin  anti- 
coagulation, controlled  weekly  or  every  2 weeks  with  prothrom- 
bin time  determinations.  The  exceptions  were  patients  who 
had  developed  pulmonary  emboli,  and  these  were  maintained 
in  anticoagulation  for  3-6  months  after  delivery. 

Results 

From  July  1963  to  July  1969,  27,794  women  were 
delivered  of  viable  infants,  in  the  Department  of  Obste- 
trics and  Gynecology  of  the  University  Hospital.  Thirty 
four  (0.12  percent)  had  deep  thrombophlebitis;  27  of 
these  34  patients,  (79  percent),  had  antepartum  deep 
thrombophlebitis,  and  7,  (21  percent),  had  postpartum 
deep  thrombophlebitis. 

Age,  Parity,  and  Trimester  Incidence: 

More  than  half  of  the  patients  presented  in  this  study 
were  between  20  and  30  years  of  age.  The  youngest  was 
17  years  and  the  oldest  39,  the  average  being  26  years. 
It  did  not  appear  that  age  played  a significant  role  in 
causing  this  entity.  Most  of  the  patients  were  multipa- 
rous (27  cases).  Seven  cases  were  considered  grand 
multiparas  (having  above  10  deliveries).  Only  7 of  the 
34  patients  were  nulliparas.  Fourteen  patients  develop- 
ed the  disease  in  the  last  trimester,  with  9 (33  percent) 


having  developed  it  at  term.  Only  1 developed  the  disea- 
se on  the  first  trimester  of  pregnancy,  and  3 developed 
the  disease  on  the  second  trimester.  There  was  no  sea- 
sonal relationship  in  this  series. 

History  of  Varicose  Veins : 

No  history  of  varicose  veins  was  present  in  20  pa- 
tients. Eleven  patients  (32  percent)  had  varicose  veins 
bilaterally.  Three  patients  (8  percent)  had  varicose  veins 
in  right  lower  extremity. 

Extremity  Affected: 

Twenty  two  patients  had  deep  thrombophlebitis  of 
the  left  lower  extremity;  twelve  (35  percent)  had  the 
right  lower  extremity  involved.  Three  of  the  patients 
with  deep  thrombophlebitis  of  the  left  lower  extremity 
manifested  classical  “milk  leg”  or  phlegmasia  alba  dolens 
complex. 

Anemia  Status: 

Eighteen  out  of  the  thirty  four  cases  considered 
were  anemic,  one  patient  had  a dimorphic  type  of  ane- 
mia and  another  an  iron  deficiency  anemia.  The  remain- 
ing 16  patients  had  a hematocrit  of  32  percent  or  above. 

Signs  and  Symptoms: 

The  symptoms  and  signs,  seen  most  frequently  are 
shown  in  Table  I. 

History  of  Previous  Thrombophlebitis: 

Of  the  34  patients  4 presented  a history  of  previous 
thrombophlebitis.  These  patients  had  suffered  a total  of 
6 episodes,  5 of  which  had  occurred  in  relation  to  preg- 
nancy. 

Pulmonary  Emboli: 

Of  the  34  patients  with  deep  thrombophlebitis  6 had 
proven  episodes  of  pulmonary  emboli.  Five  episodes  oc- 
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TABLE  II:  TYPES  OF  DELIVERY  IN  THE  PATIENTS  WITH  DEEP 
THROMBOPHLEBITIS 


A.  Ante  Partum  Thrombophlebitis  Group 

Type  of  Delivery  No.  of  Patients 

1.  Vaginal  delivery  while  being  hospitalized  for  initial  treatment  19 

2.  Vaginal  delivery  after  completing  acute  phase,  and  treated  as  out  patients 

for  some  time  5 

3.  Cesarean  section  3 

B.  Post  Partum  Thrombophlebitis  Group 

Type  of  Delivery  No.  of  Patients 

1.  Vaginal  delivery  5 

2.  Cesarean  section  2 


curred  in  the  antepartum  period  and  one  in  the  post  par- 
tum period.  The  most  frequent  symptoms  and  signs  we- 
re tachypnea,  dyspnea,  apprehension,  non  specific  chest 
discomfort  and  rare  substernal  oppression,  cyanosis  and 
a loud  pulmonic  second  sound.  The  electrocardiogram 
was  non  diagnostic  in  practically  all  cases.  Roentgeno- 
grams of  the  chest  were  negative  except  for  one  patient 
who  showed  relative  ischemia  of  right  upper  lobe  com- 
pared to  the  rest  of  the  lungs.  Lactic  dehydrogenase  and 
bilirubin  were  elevated  in  4 cases.  While  anticoagulated, 
4 patients  had  a recurrent  episode  of  pulmonary  emboli. 
Pulmonary  angiograms  were  done  in  the  4 patients  with 
catheter  insertion  into  the  outflow  tract  of  the  right  ven- 
tricle and  pulmonary  artery.  Segmental  pulmonary  arte- 
ry occlusion  with  resultant  absence  of  perfusion  distally 
was  seen  twice  (one  occasion  in  the  R.  U.  L.  and  another 
in  the  R.  M.  L.).  The  remaining  two  instances  of  pul- 
monary angiography  failed  to  show  any  segmental  pul- 
monary artery  occlusion,  paucity  of  small  arterial  bran- 
ches, plaque-like  filling  defects,  or  delayed  emptying  of 
any  pulmonary  arterial  unit.  Yet,  the  patient,  clinically, 
had  all  the  symptoms  and  signs  of  pulmonary  emboli. 

Inferior  vena  cava  ligation  with  left  ovarian  vein  liga- 
tion was  performed  in  the  two  cases  of  recurrent  proven 
emboli  of  the  segmental  branch  of  the  pulmonary  ar- 
tery. 

COMPLICATIONS  CLASSIFIED  BY  THERAPY 
GROUP 

Antepartum  Anticoagulation  Group: 

Early  in  the  study  there  were  two  episodes  of  hema- 


turia and  nose  bleeding  due  to  intramuscular  heparin, 
which  led  us  to  discontinue  this  type  of  therapy.  No 
hemorrhagic  complications  took  place  in  the  remaining 
25  patients  of  this  group.  A patient  in  this  group  had 
schistosomiasis  and  esophageal  varices  diagnosed  two 
years  before.  She  was  not  anticoagulated  initially  fear- 
ing a hemorrhagic  complication.  This  patient  left  the 
hospital  against  medical  advice  and  returned  some  days 
later  with  more  acute  symptoms.  Aqueous  heparin  was 
administered  under  strict  vigilance  and  no  complications 
developed. 

Postpartum  Anticoagulation  Group: 

No  complications  arose  from  the  use  of  oral  couma- 
rin  derivatives  in  deep  thrombophlebitis  occurring  post 
partum  or  in  patients  shifted  to  them  after  delivery. 
Prothrombin  time  was  maintained  within  therapeutical 
levels  (27-30  sec.)  in  all  patients. 

TYPES  OF  DELIVERY  IN  THE  PATIENTS  WITH 
DEEP  THROMBOPHLEBITIS: 

Antepartum  Thrombophlebitis  Group: 

Among  the  antepartum  thrombophlebitis  group  there 
were  19  patients  who  had  a vaginal  delivery  while  being 
hospitalized  for  initial  treatment.  Five  patients  had  vagi- 
nal delivery  after  completing  the  prescribed  time  in  hos- 
pital. Three  other  patients  of  this  group  underwent  ce- 
sarean section  due  to  obstetrical  complications. 

Post  Partum  Thrombophlebitis  Group: 

In  this  group  there  were  five  normal  vaginal  delive- 
ries and  two  cesarean  sections  done  because  of  a strict 
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obstetrical  indication  (Table  II).  There  were  no  mater- 
nal deaths  in  this  study  group. 

FETAL  OUTCOME: 

There  were  no  fetal  deaths  or  history  of  hemorrhage 
or  congenital  malformations.  One  premature  child  was 
born  to  a patient,  by  cesarean  section,  after  a recurrent 
episode  of  pulmonary  emboli. 

Discussion 

Review  of  the  literature  reveals  that  up  to  1966, 
297  cases  of  thrombophlebitis  in  pregnancy  have  been 
published  (3,  9).  In  our  experience,  as  in  that  of 
several  other  reviewers  (2,  3,  10,  11,  12)  the  antepartum 
deep  thrombophlebitis  seems  to  have  increased  in  inci- 
dence in  the  last  5 years,  with  a decline  in  the  number  of 
cases  of  postpartum  thrombophlebitis,  brought  about 
by  the  tendency  to  improve  the  prenatal  care.  In  our 
series  phlebitis  occurred  predominantly  in  the  last 
trimester  of  pregnancy  and  very  rarely  in  the  first 
trimester,  similar  to  the  finding  of  others  (2,  3,  4, 
12). 

If  one  analyzes  Virchow’s  famous  triad:  local 
injury,  increased  blood  coagulability,  and  venous  stasis, 
an  appreciation  of  the  physiologic  consequences  of 
pregnancy  reveals  stasis  as  a pathogenetic  factor.  It 
represents  a common,  familiar  occurrence  in  the  third 
trimester  of  pregnancy,  a period  associated  with  com- 
pression of  the  inferior  vena  cava  by  the  gravid  uterus, 
hypervolemia  resulting  from  salt  and  water  retention, 
decreased  diaphragmatic  excursions,  and  progressive 
tbtal  body  immobility  (13). 

Hypercoagulability  during  the  antepartum  period 
(14)  is  associated  with  increased  platelet  adhesiveness 
and  a rapid  clot  retraction  time,  thought  to  be  related 
to  tissue  growth  (13,  14).  There  is  no  evidence  to 
suggest  that  the  pregnant  state  predisposes  to  endo- 
thelial damage  (15).  The  high  output  circulatory 
state  which  begins  by  the  twelfth  week,  seems  to 
have  some  effect  in  preventing  thromboembolism  (3). 

Anemia  enhances  thrombus  formation  inasmuch  as 
the  smaller  the  cell  volume,  the  more  clot  retraction 
is  possible  (16),  with  consequent  liberation  of  serum 
rich  in  thrombin  and  of  additional  deposition  of 
thrombus.  In  the  population  we  dealt  with,  there 
were  considerable  numbers  of  cases  of  anemia. 

Postpartum  patients  with  large  areas  of  injured 
and  traumatized  tissue,  have  plentiful  sources  of  rea- 
dily available  thromboplastin  to  favor  thromboembolic 
episodes.  Age  and  parity  did  not  appear  to  play  a 


significant  role.  A predilection  for  the  left  lower 
extremity  has  been  noted  and  the  anatomic  explana- 
tion for  this  higher  incidence  on  the  left  is  thought 
to  be  the  configuration  of  the  normal  uterus  at  preg- 
nancy, which  is  slightly  tilted  to  the  left,  with  pos- 
sible vascular  compression  producing  more  stasis  there. 

The  clinical  efforts  in  deep  thrombophlebitis  must 
be  directed  towards  early  diagnosis  and  therapy. 

The  Lowenberg  cuff  pain  test  was  introduced  in 
1958  as  a tool  for  the  diagnosis  of  early  phlebitis  (17). 
Other  investigators  have  seriously  questioned  the  value 
of  this  test  on  the  basis  of  objective  evidence  and  at- 
tributed embolic  episodes  to  its  use  (13,  19).  We  used 
it  routinely  in  all  our  cases  but  its  value  cannot  compare 
with  the  careful  search  for  calf  tenderness  which,  in  our 
experience,  is  the  most  valuable  means  to  detect  early 
thrombophlebitis.  This  test  was  positive  in  all  the 
patients  studied,  as  compared  to  the  less  reliable  positive 
Homan’s  sign. 

Pulmonary  embolus  is  fortunately  uncommon  in 


pregnancy  but  is  still  of  grave  concern  to  the  practicing 
obstetrician  and  internist  (2,  3,  12,  20).  Moore  (20), 
gave  the  over-all  incidence  of  1:1,  314  of  pulmonary 
infarcts.  Other  investigators  quote  an  incidence  of 
1:2,  250  for  infarcts  and  1:  750  for  pulmonary 
emboli  (20). 

Villasanta  reported  that  in  158  cases  of  antepartum 
thromboembolic  disease  not  treated  with  anticoagu- 
lants, 26  (16.4  percent)  of  them  developed  pulmonary 
emboli,  death  resulting  in  21  (13.2  percent).  How- 
ever, of  110  cases  treated  with  anticoagulants,  pul- 
monary emboli  developed  in  23  (20.9  percent),  with 
only  1 death  (0.9  percent)  (3,  6). 

We  are  all  aware  of  the  difficulties  of  diagnosis 
of  pulmonary  emboli  in  the  non  pregnant  patient, 
and  in  pregnancy  these  limitations  become  greater. 
Symptoms  of  minor  degrees  of  embolism  like  anxiety, 
palpitations,  tachycardia  and  dyspnea,  are  all  common 
in  normal  pregnancy  (13). 

The  effectiveness  of  anticoagulation  in  the  treatment 
of  thrombophlebitis  is  proved  beyond  doubt.  Bishy- 
droxycoumarin  was  first  used  in  the  antepartum  throm- 
bophlebitis by  Yahr  et  al,  who  reported  their  results 
in  3 patients,  in  1945  (21).  Since  the  original  ob- 
servations of  Schofield  and  Roderick,  who  isolated 
coumarin  derivatives,  these  drugs  have  caused  hemorr- 
hagic complications  to  the  product  of  conception  (22, 
23).  Their  original  work  described  hemorrhagic  lesions 
in  calves  bom  from  cows  fed  with  spoiled  sweet  clover. 

Quick,  in  1946,  pointed  out  that  pups  bom  from  a 
Dicumarol  treated  bitch  died  of  hemorrhage  if  not  given 
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Vitamin  K (16).  Kraus,  in  1949  confirmed  in  rabbits 
the  dangers  for  the  unborn  (24).  Von  Sydow  reported 
hemorrhagic  complications  in  a newborn  baby  delivered 
after  Dicumarol  had  been  administered  to  his  mother, 
for  thrombophlebitis  (25).  Sachs  and  Labate  reiterated 
the  dangers  of  coumarin  derivatives  in  pregnancy,  by 
publishing  a case  of  fetal  death  in  útero,  due  to  mas- 
sive hemorrhage  of  the  thymus,  hemopericardium, 
hemoperitoneum  and  bilateral  hemothorax  (26). 

Herber,  Warr  and  Richardson,  in  1968,  reported 
hypoplastic  nasal  structures  in  an  infant  born  to  a 
mother  who  received  sodium  warfarin  during  the  ante- 
partum period,  for  a prosthetic  mitral  valve  (27). 
These  authors  also  mentioned  a case  reported  by  Di  Saia 
in  which  the  mother  received  coumarin  derivatives 
and  delivered  a malformed  infant  with  hypoplastic 
nasal  structures,  bilateral  optic  atrophy  and  mental 
retardation  (28). 

In  the  89  published  cases  of  thrombophlebitis  treated 
with  coumarin  derivatives  during  pregnancy,  there 
were  14  cases  of  fetal  death  in  útero  and  4 additional 
cases  of  fatal  hemorrhagic  lesions  in  the  newborn. 
The  fetal  loss  was  20  percent  (18  out  of  89  cases). 
This  number  speaks  clearly  against  the  use  of  cou- 
marin derivatives  in  pregnant  patients,  even  though 
other  investigators  state  that  the  dangers  to  the  fetus 
are  minimal  if  coumarin  compounds  are  carefully 
administered  and  prothrombin  time  is  well  controlled 
within  the  therapeutic  range  (not  exceeding  35  seconds) 

(4)- 

We  believe  that  anticoagulation  therapy  is  indicated 
for  both  pregnant  and  post-partum  patients  who  have 
deep  venous  thrombosis.  In  our  present  management 
of  these  patients  we  use  heparin  in  the  antenatal 
period,  beginning  the  first  day  of  illness  and  conti- 
nuing for  21  days  after  they  become  asymptomatic. 
The  small  group  who  had  thromboembolic  phenomena 
early  in  pregnancy  and  who  did  not  deliver  during 
their  hospitalization,  upon  completion  of  the  21-day 
treatment  period  after  the  acute  stage,  were  discharged 
home  for  weekly  observation.  No  complications  were 
seen  in  these  cases. 

Heparin  has  a molecular  weight  of  about  20,000, 
and  is  apparently  incapable  of  crossing  the  placental 
barrier.  No  fetal  hemorrhagic  manifestations  have  been 
reported  after  heparin  administration  during  pregnancy 
(3,  6,  29,  30).  Several  investigators  have  recommended 
heparin  as  the  anticoagulant  of  choice  for  antepartum 
thrombophlebitis  (3,  6,  31).  The  only  objection  to  the 
use  of  heparin  alone  lies  mostly  in  the  inconvenience 
of  long  term  administration  of  this  drug  that  must  be 


given  parenterally. 

In  1950  dextran  was  introduced  as  a non  toxic 
plasma  substitute.  Both  high  and  low  molecular  weight 
Dextran  showed  antithrombogenic  effect  (32).  Cox, 
et  al  (33)  have  reported  95  non  pregnant  patients 
with  deep  thrombophlebitis  treated  with  Dextran.  They 
had  good  results  in  thirty  nine  patients  in  whom 
symptoms  disappeared  in  less  than  48  hours  (absence 
of  pain  and  tenderness,  reduced  swelling,  normal  skin 
temperature  and  negative  Homan’s  sign). 

V ill  asan  ta  (6)  has  reported  four  cases  of  deep 
thrombophlebitis  in  pregnancy,  treated  with  dextran 
in  whom  subjective  symptoms  disappeared  during  or 
shortly  after  the  infusion.  Arterial  spasm  was  observed 
to  diminish.  The  conclusion  was  that  dextran  used 
early  in  the  course  of  deep  thrombophlebitis  appeared 
to  be  effective.  No  untoward  reactions  to  dextran 
have  been  reported,  thus  minimizing  the  laboratory 
control,  and  avoiding  the  potential  hazards  ol  con- 
ventional anticoagulation.  Experiences  with  dextran 
in  pregnant  females  are  not  extensive  and  additional 
controlled  studies  are  needed  before  reaching  definite 
conclusions. 

The  management  of  thromboembolic  disease  in  preg- 
nancy is  difficult  but  until  a drug  is  discovered  that 
does  not  cross  the  placental  barrier  so  as  to  prevent 
hemorrhagic  disorders  and  neonatal  anomalies,  the 
best  drug  available  is  heparini. 

Summary 

We  have  reviewed  34  instances  of  deep  thrombo- 
phlebitis occurring  in  pregnancy.  Twenty  seven  (i9 
percent)  occurred  in  the  antenatal  period  and  < (21 
percent)  in  the  postpartal  period.  Six  cases  developed 
pulmonary  embolism.  Of  these,  5 were  of  the  ante- 
natal group  and  1 of  the  post  partum  group.  Pul- 
monary angiography  was  performed  in  4 cases  who 
recurred  while  on  anticoagulants.  Two  showed  occlu- 
sions of  the  segmental  branches  of  the  pulmonary  ar- 
tery and  underwent  ligation  of  the  inferior  vena 
cava  and  left  ovarian  vein,  after  cesarean  section.  All 
our  patients  received  aqueous  heparin  intravenously, 
ranging  from  25  to  29  days  in  all  instances.  None  of 
our  cases  had  hemorrhagic  complications  while  on 
this  treatment.  There  was  no  fetal  hemorrhagic  mani- 
festation or  neonatal  abnormalities.  There  were  no 
maternal  or  fetal  deaths  in  our  group.  Based  on  our 
review  and  in  the  experience  of  others,  we  conclude 
the  following:  (1)  Antepartum  thrombophlebitis  ap- 
pears to  be  a rare  entity.  (2)  The  number  of  post- 
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partum  thrombophlebitis  appears  to  be  declining.  (3) 
Anticoagulation  therapy  has  reduced  considerably  the 
incidence  of  pulmonary  embolism,  and  mortality,  as 
a consequence  ot  thrombophlebitis  in  pregnancy,  is 
rare.  (4)  Heparin  may  well  be  the  anticoagulant  of 
choice  in  pregnancy  because  of  the  apparent  adverse 
effect  of  coumarin  derivatives  on  the  fetus. 

Resumen 

Hemos  revisado  a 34  pacientes  que  sufrieron  trom- 
boflebitis profunda  durante  la  preñez.  Durante 
un  periodo  de  6 años,  2i,  o un  79  porciento  de  estas 
tromboflebitis  profundas,  ocurrieron  durante  el  período 
antenatal  y 7,  o un  21  porciento  en  el  período  post 
parto.  Seis  de  las  pacientes  estudiadas  desarrollaron 
embolia  pulmonar,  5 en  el  período  antenatal  y 1 
en  el  período  postparto.  Se  practicaron  estudios 
angiográficos  pulmonares  a 4 pacientes  de  embolia 
pulmonar,  donde  había  recurrido  el  episodio  embólico 
aun  estando  éstas  en  anticoagulantes.  Dos  de  ellas 
presentaron  oclusiones  de  los  segmentos  de  la  arteria 
pulmonar  y se  les  practicó  la  ligadura  de  la  vena 
cava  inferior,  además  de  la  ligadura  de  la  vena  ovárica 
izquierda. 

Todas  nuestras  pacientes  recibieron  tratamiento  con 
heparina  intravenosa  durante  un  período  de  25  a 29 
días.  Ninguna  de  ellas  presentó  complicaciones  hemorrá- 
gicas  mientras  fueron  tratadas  con  este  medicamento 
en  su  forma  acuosa  intravenosa.  No  hubo  manifestacio- 
nes hemorrágicas  en  el  feto  ni  anormalidades  neonatales. 
No  hubo  muertes  maternas  o fetales.  Basándonos 
en  nuestro  trabajo  y en  el  sentir  de  otros,  hemos 
llegado  a las  siguientes  conclusiones:  (1)  Las  trombo- 
flebitis profundas  en  el  período  antenatal  son  ya  una 
entidad  poco  común.  (2)  El  número  de  tromboflebitis 
profundas  en  el  período  de  postparto  parece  estar 
disminuyendo.  (3)  La  incidencia  de  embolias  pulmo- 
nares y su  mortalidad  como  consecuencia  de  trombo- 
flebitis durante  la  preñez,  han  sido  reducidas  considera- 
blemente con  el  empleo  de  la  terapia  anticoagulante. 
(4)  La  heparina,  por  ahora,  puede  ser  considerada 
como  el  mejor  agente,  anticoagulante  en  la  preñez, 
debido  a los  aparentes  efectos  adversos  que  causan 
los  derivados  de  coumarina  en  el  feto. 
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LYMPHOGRAPHY 


Felipe  N.  de  Jesús,  MD 


Lymphography  is  the  radiographic  demonstration 
of  the  lymphatic  system  by  means  of  a contrast 
material. 

History 

Carvalho  in  1931  was  the  first  to  visualize  the 
lymphatic  system  radiographically  (1). 

Kinmonth  in  1955  developed  our  present  tech- 
nique of  lymphography  while  he  was  studying  lymph- 
edema of  the  lower  extremities  (2). 

Fischer  and  Zimmerman  in  1959  evaluated  different 
contrast  materials  in  artificially  induced  lymph  node 
abnormalities  in  animals  (3). 

Wallace  et  al  in  1961  performed  lymphograms  in 
human  subjects  using  an  oily  contrast  material  in 
order  to  evaluate  the  therapeutic  and  diagnostic  po- 
tential of  this  procedure  (4). 

Technique 

An  intradermal  injection  (0.1  cc)  of  a solutior. 
containing  equal  amounts  of  11  percent  Patent  Blue 
V.  (Alphazurine)  and  2 percent  Xylocaine  is  injected 
in  the  interdigital  web  spaces  of  the  foot.  After  15 
to  30  minutes,  delineation  of  the  lymphatics  of  the 
dorsum  of  the  foot  is  achieved  (Fig.  1).  Using  an 
aseptic  technique,  a transverse  incision  is  made  over 
a delineated  lymphatic  and  with  extreme  care  it  is 
liberated  from  adjacent  structures  in  order  to  cannulate 
it. 

I he  vessel  is  cannulated  using  a number  27  or 
number  30  gauge  needle  after  applying  a tourniquet 
to  its  superior  portion.  In  some  cases  there  will  be 
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retrograde  flow  of  blue  lymph  at  the  time  of  initial 
cannulation.  Ethiodol,  an  iodinated  compound  of 
poppy  seed  oil,  is  injected  by  means  of  a contrast 
pressure  apparatus. 


Fig.  1:  Delineation  of  the  lymphatics  of  the  dorsum 
of  the  foot  by  the  vital  dye.  Note  an  already  sutured 
transverse  incision  used  for  exposing  the  previously  cannu- 
lated lymphatic. 


Fig.  2:  Constant  pressure  injector  used  in  this  study. 
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Fig.  3:  Radiographic  corroboration  of  intraiymphatic 

injection. 

An  inexpensive  and  practical  method  consist  in 
placing  a 9.5  lb.  weight  over  the  plunger  of  a 20cc 
syringe,  containing  5 to  10  cc  of  contrast  material 
which  is  supported  in  a wooden  frame  (Fig.  2).  Auto- 
matic injectors  or  manually  operated  screw  arrange- 
ments can  be  used.  In  order  to  be  sure  that  the  needle 
is  in  the  lumen  of  the  cannulated  lymphatic,  radio- 
graphic  or  fluoroscopic  examination  by  means  of 
an  image  intensifier  is  undertaken  after  lcc  of  the 
I contrast  material  has  been  injected.  In  this  way 
direct  injection  of  the  contrast  material  into  the 
venous  circulation  is  avoided  (Figs.  3,  4).  At  the 
completion  of  the  injection  which  usually  takes  from 
1 to  2 hours,  roentgenograms  of  the  abdomen  in 
different  projections  and  chest  are  taken.  These  will 
illustrate  primarily  the  lymphatic  channels  (Fig.  5). 
Twenty  four  hour  films  of  the  abdomen  are  taken 
to  evaluate  the  size,  shape  and  architecture  of  the 
lymph  nodes  (Fig.  6).  A chest  film  at  24  hours 


Fig.  4:  Intravenous  injection  of  the  contrast  material. 
Note  segmentation  and  globule  formation  of  the  injected 
dye. 


is  routinely  taken  to  rule  out  the  possibility  of  pul- 
monary emboli.  The  contrast  material  is  retained 
by  the  lymph  node  for  various  periods  of  time.  In 
some  occasions  it  has  been  observed  in  very  small 
amounts  24  months  following  lymphography. 

Anatomy 

The  following  lymphatic  structures  are  usually  vi- 
sualized in  a lymphogram: 

a.  superficial  lymphatics  of  the  dorsum  of  the  foot. 

b.  lymphatics  of  the  medial  aspect  of  the  leg  and 
thigh. 

c.  superficial  and  deep  inguinal  lymphatic  chains. 

d.  external  iliac  chain. 

e.  common  iliac  chain. 

f.  para-aortic  chain. 

g.  cysterna  chyli. 

h.  thoracic  duct  (Fig.  7). 
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Fig.  5:  Lymphatic  channels  as  visualized  at  the  end 

of  the  injection.  Note  that  the  lymph  nodes  are  not  clearly 
demarcated. 


Fig.  6:  Normal  lymphogram.  The  lymph  nodes  are 

usually  small  and  show  a reticular  pattern. 


Fig.  7:  Visualization  of  the  thoracic  duct. 


i.  left  supraclavicular  lymph  nodes. 

Pathology 

The  normal  architecture  of  the  lymph  node  may  be 
altered  by  the  following  pathologic  entities: 

a.  Fatty  degeneration 

b.  Acute  or  chronic  inflammation 

c.  Fibrosis 

d.  Granulomatous  reaction 

e.  Neoplastic  involvement 

Pathologic  examination  of  normal  lymph  nodes  ex- 
posed to  the  contrast  material  reveals  a lipogranulo- 
matous  lymphadenitis  with  oleophagocytosis.  The 
histologic  and  radiographic  pictures  correlate  fairly 
well.  Malignant  deposits  and  areas  of  fat  and  fibrosis 
will  displace  normal  tissue  and  are  manifested  radio- 
graphically as  filling  defects. 

Radiographic  Appearance 

Normal  lymph  nodes 

Present  a reticular  architecture,  are  globular  or 
kidney  shaped  and  are  variable  in  size  and  shape 
(Fig.  6). 
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Acute  inflammation 

The  lymph  nodes  are  enlarged  and  show  a normal 
reticular  pattern. 

Chronic  inflammation 

The  lymph  nodes  may  be  normal  or  enlarged  and 
may  show  irregular  filling  defects. 

Fatty  degeneration 

The  nodes  will  show  a circular  central  defect. 
Fibrosis 

The  lymph  nodes  may  be  totally  replaced  by  fi- 
brous tissue  and  not  visualized  radiographically.  Par- 
tial replacement  will  produce  irregular  filling  defects 
within  the  lymph  node. 

Carcinomatous  involvement 

The  lymph  nodes  present  irregular  filling  defects 
at  the  periphery  of  the  node  presumably  due  to 
embolic  carcinomatous  metastases.  Lymph  nodes  re- 
placed completely  by  tumor  are  not  visualized  radio- 
graphically but  indirect  evidence  of  their  presence 
is  shown  by  displacement  of  lymphatic  channels  and 
by  the  establishment  of  collateral  circulation.  The 
size  of  the  lymph  node  may  be  normal  or  enlarged 
(Fig.  8). 

Lymphomas 

Show  a typical  radiological  picture  in  which  the 
lymph  nodes  are  usually  enlarged  and  show  a foamy 
or  lazy  architecture.  The  periphery  of  the  nodes 
is  preserved.  The  lymph  nodes  are  not  visualized 
when  totally  replaced  by  tumor;  however,  collateral 
pathways  and  displacement  of  the  adjacent  lympha- 
tic channels  may  be  noted  (Figs.  9,  10,  11,  12, 
13). 

Granulomas 

May  mimic  lymphomatous  involvement. 

Indications 

1 . Diagnosis  of  lymphomas. 

2.  Detection  of  lymph  node  metastases  when  there  is 
clinically  suspected  node  involvement. 

3.  Evaluation  of  surgical,  chemotherapeutic  and 
radiation  treatment  of  cancer  (Figs.  11,  12). 

4.  Differential  diagnosis  of  retroperitoneal  and  intra- 
abdominal masses  (Figs.  13,  14). 

5.  Diagnosis  of  lymphedema  (Fig.  10). 

6.  Demonstrations  of  abnormal  pathways  in  chyluria, 
chylothorax  or  chyloperitoneum  (Fig.  15). 

7.  Intralymphatic  radioisotope  therapy  as  an  adjunt 
to  surgical  treatment  and  radiotherapy  (5). 


Fig.  8:  Lymphogram  in  a patient  with  carcinoma  of  the 
cervix  during  pregnancy  with  metastatic  lymphadenopathy. 
(See  arrows.) 


Fig.  9:  Lymphomatous  involvement  of  the  external  iliac, 
common  iliac  and  paraaortic  chains. 
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Fig.  10:  Case  of  edema  of  extremities  and  genitalia  tig-  1 2:  Same  case  as  Fig.  11  after  receiving  3000  rads 

secondary  to  lymphatic  obstruction  produced  by  Hodgkin's  to  the  right  external  iliac  chain.  Note  marked  diminution 

disease  of  the  retroperitoneal  structures.  of  the  involved  nodes. 


Fig.  11:  Case  of  Hodgkin’s  disease.  Observe  involved 
nodes  in  the  right  external  iliac  chain. 


Fig.  13:  Retroperitoneal  involvement  by  Hodgkin’s  disease. 
Note  lateral  displacement  of  the  proximal  right  ureter  by  an 
involved  lymph  node  totally  replaced  by  tumor. 


Complications 

1.  Pulmonary  Fat  Embolism  - manifested  by  a miliary 
infiltration  of  the  lung  fields  best  seen  in  the  24  hours 


film.  From  5 to  10  percent  of  the  patients  develop 
this  complication  which  in  most  of  the  cases  subsides 
spontaneously.  Pulmonary  fat  embolism  can  be  mini- 
mized by  corroboration  of  intralymphatic  injection  of 
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Fig.  14:  Lateral  displacement  of  the  lymphatic  channels 
by  a left  retroperitoneal  mass  at  the  level  of  the  3rd  lumbar 
vertebra. 

contrast  material  and  by  discontinuing  the  procedure 
if  early  obstruction  is  encountered  in  view  that  lympha- 
tico-venous  anastomosis  may  shunt  the  contrast  material 
into  the  venous  circulation. 

2.  Delayed  healing  and  wound  infection. 

3.  Lymphagitis. 

4.  Febrile  reaction,  mild. 

5.  Iodine  sensitivity. 

Summary  and  Conclusions 

Lymphography  enables  the  clinician  to  study  ab- 
normalities of  the  lymphatic  system  in  innacessible 
regions. 

The  diagnosis  of  lymphoma  is  the  most  important 
indication  for  lymphography. 

Clinically  suspected  metastases  in  carcinoma  are 
often  visualized  in  the  lymphogram,  however,  unsus- 
pected metastatic  disease  sometimes  is  difficult  to 
differentiate  from  chronic  inflammation  or  fibrosis. 

Pulmonary  fat  embolism,  the  worst  complication  of 
lymphography,  can  be  minimized  by  adequate  control 
of  the  procedure. 


Fig.  15:  Case  of  Chyluria  ■ Note  the  lymphatico-renal 
anastomotic  channels. 

Lymphography  offers  a new  approach  in  the  study 
of  the  lymphatic  system  in  vivo. 
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This  study  was  undertaken  to  review  and  analyze 
tiie  experience  at  the  University  Hospital  of  the 
Puerto  Rico  Medical  Center,  with  the  management 
of  carcinoma  of  the  pancreas,  and  other  periampullary 
carcinomas.  Even  though  the  sample  is  selected  and 
small,  certain  salient  facts,  observations  and  trends 
were  noted  which  can  be  of  value  in  future  studies. 

Material  and  Methods 

All  clinical  records  of  patients  with  the  diagnoses  of  car- 
cinoma of  the  head  of  the  pancreas,  carcinoma  of  the  distal 
common  duct,  or  carcinoma  of  the  ampulla  of  Vater,  admit- 
ted to  the  University  Hospital  of  the  Puerto  Rico  Medical 
Center  during  the  period  between  January  1,  1960  to  De- 
cember 31,  1967,  were  studied.  The  requisites  for  inclusion 
in  the  group  consisted  of  admission  to  the  Hospital  for  at 
least  one  week,  completeness  of  the  record,  (including  tho- 
rough history  and  physical  examination,  CBC,  urine  analysis 
bilirubin,  alkaline  phosphatase),  adequate  diagnosis  proven 
at  laparatomy  or  autopsy,  with  histologic  proof  in  almost 
all,  and  an  adequate  follow-up. 

Of  the  original  72  records,  only  50  were  amenable  to 
analysis.  Twenty  two  were  rejected  either  because  of  un- 
certainty in  the  diagnosis,  or  unknown  outcome. 

_ The  records  were  analyzed  as  to  sex  and  age.  The 
symptoms,  signs  and  laboratories  were  tabulated,  and  ana- 
lyzed as  to  frequency.  The  diagnostic  method  and  the  staging 
was  noted.  The  different  modalities  of  treatment  were  tabu- 
lated and  compared  as  to  survival;  and  finally,  the  causes  of 
death  analyzed  and  discussed. 

Results 

Carcinoma  of  the  head  of  the  pancreas  was  found 
to  be  the  most  frequent  lesion,  followed  by  carcinoma 
of  the  ampulla  (76  and  18  percent  respectively).  In 
some  cases  the  actual  origin  of  the  tumor  could  not 
be  assessed  with  certainty. 

The  distribution  by  age  and  sex  was  analyzed.  The 
arithmetic  mean  was  61.8  years  of  age,  with  a standard 
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deviation  of  11.2  years,  and  a range  of  30  to  104  years 
of  age.  There  was  no  statistically  significant  difference 
between  the  two  sexes. 

Studying  the  symptoms,  we  found  that  jaundice  was 
the  main  complaint  in  most  of  the  cases;  it  was 
associated  with  pruritus  in  about  half  of  these.  It 
was  usually  progressive  and  relentless,  though  in  one 
of  the  patients  with  ampullary  cancer  it  was  fluctuating 
in  nature.  The  duration  was  from  3 weeks  to  3 months. 
Pain,  either  epigastric  or  right  upper  quadrant,  was  the 
second  most  frequent  complaint.  It  was  usually  des- 
cribed as  dull,  constant,  not  too  severe,  though  on 
occasion  it  would  get  worse,  mostly  after  food  in- 
gestion. Some  patients  complained  of  an  abdominal 
mass,  or  of  nausea  and  vomiting.  These  symptoms, 
however,  showed  up  only  in  advanced  cases.  Few  pa- 
tients complained  of  anorexia.  One  third  of  the  pa- 
tients presented  a change  in  weight  (Table  I). 

On  physical  examination,  jaundice  and  an  abdominal 
mass  were  frequently  noted  (Table  II).  The  mass  was 
usually  located  at  the  right  upper  quadrant,  hard,  slight- 
ly tender,  and  frequently  fixed,  while  in  some  it  was 
located  in  the  epigastrium.  It  was  occasionally  des- 
cribed as  an  ill-defined  fullness.  Hepatomegaly  was 
present  in  some  patients.  A few  patients  presented 
with  frank  acites,  and  these  were  usually  very  ill,  and 
advanced.  Most  patients  looked  chronically  ill,  and 
in  advanced  cases,  definite  cachexia  was  observed  toge- 
ther with  wasting,  pallor,  and  asthenia. 

A wide  variation  was  observed  among  the  recorded 
values  of  bilirubin  and  alkaline  phosphatase,  with  means 
of  16.6/9.  1 mg  percent  and  37.4  KAU  respectively. 
Extreme  values  at  the  upper  ends  were  not  infrequent, 
and  definite  grouping  at  the  lower  or  “normal”  end 
was  seen. 

The  diagnosis  was  suspected  clinically  in  most  cases, 
and  it  was  confirmed  histologically  at  laparotomy  by 
means  of  a biopsy.  A few  (4  cases)  were  diagnosed 
by  gross  examination  of  the  lesion  by  an  experienced 
surgeon  at  laparotomy,  and  the  rest  at  autopsy. 

Staging  of  the  disease  showed  84  percent  of  the 
lesions  to  be  outside  the  confines  of  the  organ.  Further- 
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TABLE  I:  SYMPTOMS 


Ca  HP 

Percent  TOT 

Ca  HP 

CaDCD 

Percent  TOT 
CaDCD 

Ca  Amp 

Percent  TOT 

Ca  Amp 

J aundice 

26 

68 

3 

100 

7 

78 

Pain 

20 

42 

- 

— 

6 

66 

Weight  Loss 

18 

39 

1 

33 

3 

33 

Anorexia 

11 

29 

3 

100 

1 

11 

Abdominal  “mass” 

8 

21 

- 

— 

- 

— 

Nausea  & vomiting 

3 

8 

2 

66 

TABLE  II:  SIGNS 


Ca  HP 

Percent  TOT 

HP 

Ca  DCD 

Percent  TOT 

CD 

Ca  Amp 

Percent  TOT 

AMP 

J aundice 

31 

82 

3 

100 

8 

89 

Abdominal  Mass 

23 

61 

2 

66 

7 

78 

TABLE  HI: 

STAGE  WHEN 

DIAGNOSED 

Ca  HP 

CaDCD 

Ca  Amp 

Ave. 

I 

Localized  to  the  organ 

4 

__ 

4 

16  percent 

II 

Extension  to  Adjacent  tissue 

13 

3 

3 

38 

III 

Regional  metastases 

4 

- 

- 

8 

IV 

Distant  metastases 

17 

2 

38 

more,  about  half  of  the  cases  had  metastases  when  ex- 
plored (Table  III). 

Different  modalities  of  treatment  were  offered  to  the 
patients,  depending  on  the  clinical  judgment  oí  the 
attending  surgeon  and  the  stage  of  the  illness,  and  the 
general  condition  of  the  patient.  1 hese  varied  from 
supoortive  treatment  only,  including  fluid  and  electro- 
lyte regulation,  diet,  analgesia  and  diagnostic  laparo- 
tomy, to  true  therapeutic  procedures.  Radical  pancrea- 
toduodenectomy was  done  in  six  patients  * in  an 
attempt  to  cure.  However,  in  most  patients  palliative 


diversions  were  done  to  alleviate  obstruction.  Bile 
flow  was  shunted  to  the  stomach,  duodenum  and  jeju- 
num with  a variety  of  maneuvers;  similarly,  obstructed 
gastrointestinal  transit  was  shunted  to  the  jejunum  when 
pertinent  (Table  IV). 

A comparison  of  survival,  was  made,  between  the 
two  main  variables,  stage  and  treatment.  Stage  IV  was 
excluded  from  the  grouping,  because  most  of  these  did 
not  undergo  exploration  due  to  their  poor  condition; 
and  since  many  of  these  died  shortly  after  admission, 
tlie  comparison  would  not  be  meaningful.  Stages  II 
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TABLE  IV:  MODALITIES  OF  TREATMENT 


Ca  HP 

CaDCD 

Ca  Amp 

Percent 

1.  Supportive  only 

8 

__ 

16 

2.  Laparotomy  (c/ s Bx) 

6 

- 

- 

12 

3.  Operative  (Therapeutic) 

A.  “Curative  ’-  Whipple’s 

- 

- 

6 

12 

R.  “Palliative” 

1)  Choleeysto-jejunostomy 

14 

1 

1 

32 

2)  Cholecysto-duodenostomy 

7 

- 

- 

14 

3)  Choledoco-duodenostomy 

i 

1 

- 

4 

4)  Choledoco-jejunostomy 

- 

- 

1 

2 

5)  Cholecysto-gastrostomy 

9 

L* 

- 

- 

4 

6)  Cholecystostomv 

1 

- 

- 

2 

7)  Hepatoeholedocostomy 

- 

1 

- 

2 

8)  Gastrojejunostomy 

3 

- 

1 

8 

TABLE  V:  SURVIVAL  AND  TREATMENT 

Type 

Stage 

N 

Range 

Mean 

St.  Dev. 

No.  Rx, 

I 

_ 

Supportive 

II 

1 

10  mo. 

& Laparotomy 

III 

5 

1-5  mo. 

3.8  mo. 

3.2 

IV 

9 

1-3  mo. 

1.6 

.24 

Palliative 

I 

5 

6-12  mo. 

8.9  mo. 

2.05 

By  pass 

II 

15 

1-28  mo. 

7 

5.2 

III 

4 

2-6  mo. 

2 g 6.3  mo. 

.6  42 

IV 

7 

1-6  mo. 

4.1  mo. 

2 

Curative 

I 

If 

4* 

24-28  mo. 

26  mo. 

— 

11 

III 

__ 







IV 

- 

— 

— 

— 

* 2 Post  -op.  deaths 
Not  analyzed 


and  III  were  grouped  within  each  treatment  class, 
and  the  classes  compared  as  to  survival.  It  was  found 
that  there  was  no  relationship  between  palliative 
treatment  and  increased  survival  (P  > 0.05,  t-test) 
(See  Table  V). 

Figure  1 shows  graphically,  the  relationship  bet- 
ween stage  and  survival  in  the  palliative  group  (so 


as  to  cancel  the  effect  of  treatment).  A trend  is 
obvious,  and  the  actual  statistical  correlation  was 
significant.  (P  = .05,  correlation  analysis).  The 
longer  survival  is  seen  with  the  earlier  stages. 

The  different  causes  of  death  in  the  series  were 
tabulated,  and  most  patients  died  at  home  of  cancer. 
However,  post  operative  complications  were  frequently 
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TABLE  VI:  CAUSE  OF  DEATH 


Source  - Ca  Registry 

(70  Percent) 

Autopsies 

(30  Percent) 

A.  Total  Series  (50) 

1.  “Of  Cancer” 

38 

2.  Of  Hepatic  Coma 

1 

3.  Post-op.  complications 

10 

a.  Anastomotic  Leak  c/s  Abscess 

4 

b.  Pneumonia  and  Respiratory 

3 

c.  Wound  Dehiscence  & Sepsis 

2 

d.  Evisceration 

1 

B.  Whipple’s  (6)  - 5 Dead 

One  Alive 

One  Died  28  mo.  of  cancer 

One  Died  24  mo.  of  cancer 

Three  Died  Post-op.: 

Two  - leakage  of  anastomosis 

One  - pneumonia 

Fig.  1:  Survival  and  Stage. 


a cause  of  death.  Technical  problems  were  mostly 
related  to  the  anastomoses  (Table  VI). 

Comment  and  Conclusions 

In  our  study  we  see  about  three  fourth  of  the 
cases  localized  in  the  head  of  the  pancreas;  this  has 
been  the  usual  percentage  as  regards  localization  (1). 

The  age  distribution  is  also  the  expected  one.  Our 
mean  age  was  61.9  years.  Warren  has  reported  his 
highest  age  incidence  to  occur  during  the  5th  and 
6th  decades  (1),  while  Howard  recently  reported  a mean 
of  61  years  in  his  series  (2).  We  had  one  unusually 
young  patient,  30  yrs.  old,  with  a very  aggressive 


tumor. 

in  our  series,  we  had  a one-to-one  sex  relation- 
ship; that  is,  no  significant  sex  difference.  This  is  an 
unexpected  ratio,  since  most  reported  series  grant  a 
male  predominance  of  2:1,  and  sometimes  4:3  (1). 
Sample  size  could  have  caused  this  deviation. 

The  clinical  picture  of  the  disease  is  fairly  classical, 
and  has  been  repeatedly  reported  (1,  3).  We  had  jaun- 
dice as  a presenting  symptom  in  about  70  percent  of 
the  patients.  Pain  was  present  in  about  50  percent 
of  the  cases.  Weight  loss  was  also  frequent,  but  not 
marked.  Other  symptoms  reported  elsewhere  (1) 
namely  diarrhea,  and  bloody  stools,  were  not  ob- 
served in  our  group.  It  will  be  noted  that  all  these 
symptoms  are  slow  and  not  dramatic.  We  believe 
that  this  is  a definite  factor  determining  the  time 
at  which  medical  advice  is  sought.  Jaundice,  once 
established,  especially  if  accompanied  by  the  presence 
of  a mass,  usually  prompted  an  immediate  visit  to  the 
local  physician  and  referral  to  the  main  hospital,  where 
diagnostic  work-up  was  undertaken. 

Physical  examination  disclosed  in  many  instances 
a mass.  The  presence  of  a mass  is  not  reported  as  a 
constant  physical  finding  (3),  whereas  in  our  data, 
we  find  it  to  be  extremely  common.  The  mass  was 
usually  localized  in  the  right  upper  quadrant,  or  in  the 
epigastrium.  It  was  usually  poorly  defined,  but  hard 
and  fixed.  This  finding  in  the  initial  examination, 
may  give  weight  to  our  hypothesis  that  we  are  receiving 
the  patients  in  a more  advanced  stage  of  the  disease. 
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lhe  differential  diagnosis  may  be  difficult  and  at 
times  exasperating.  We  report  a high  and  definitely 
abnormal  value  for  both  alkaline  phosphatase  and 
bilirubin,  hut  the  ranges  of  both  are  quite  wide,  and 
it  must  be  emphasized  that  a normal  value  occurs 
because  of  absence  of  jaundice,  and  that  it  does  not 
exclude  the  disease.  Again  Warren  (1)  reports  a bili- 
rubin below  lOmgm  in  50  percent  of  his  cases,  and  a 
range  from  1.3  to  38  mgm  percent. 

Radiological  examination  of  the  upper  GI  tract  may 
be  very  helpful,  and  must  be  done  routinely  and  correla- 
ted with  the  clinical  picture.  Celiac  arteriography, 
inferior  venocavography,  pancreatic  photoscans,  and 
pancreatic  enzyme  studies  have  been  utilized  with 
variables  degrees  of  accuracy  (2,  1).  Equally  variable 
has  been  the  experience  with  cytological  examination 
of  a duodenal  aspirate  after  secretion  stimulation  (2), 
though  Goldstein  (3)  has  been  very  successful  in  pre- 
dicting the  presence  of  pancreatic  carcinoma  with  this 
method. 

Direct  exploration  of  the  area  is  still  the  most  ac- 
curate means  of  obtaining  an  adequate  idea  as  to 
localization,  histology  and  spread.  Most  surgeons 
with  experience  agree  that  the  best  method  of  ob- 
taining diagnosis  is  by  visual  and  manual  exploration 
(5,  1,  2,  6,  7).  Besides  this,  operative  cholangiography 
may  be  extremely  helpful,  and  routine  use  is  recom- 
mended. These  comments  are  particularly  true  in 
cancer  of  the  ampulla.  All  of  us  accept  that  “the 
smaller  the  pancreatic  cancer,  the  better  the  prognosis, 
yet,  the  more  difficult  to  prove  the  diagnosis  at  the 
operating  room”  (5),  and  we  must  exhaust  all  the 
diagnostic  maneuvers  short  of  opening  the  duodenum, 
before  ruling  out  cancer.  It  may  be  better,  to  resect 
even  if  not  sure,  and  even  if  biopsy  has  been  negative. 
Wedge  biopsy  of  the  mass  is  recommended,  and  oc- 
casionally needle  aspiration.  Choledochotomy  and 
curetting  may  follow.  Opening  the  bowel  could  be 
inevitable,  but  we  must  weigh  the  diagnostic  problem 
against  the  fact  that  if  we  open  the  bowel,  we  may  be 
changing  the  lesion  into  a perforated  cancer  with  the 
change  in  prognosis  that  this  entails. 

The  most  disappointing  aspect  of  the  study  is  the 
fact  that  the  diagnosis  is  being  made  too  late,  with 
its  consequent  effect  on  prognosis  and  treatment  pos- 
sibilities. In  eighty  four  percent  of  this  series,  the 
tumor  was  outside  the  confines  of  the  organ,  and  al- 
most half  had  metastases  upon  exploration.  Gallitano 
reports  an  incidence  of  85  percent  metastases  at  the 
time  of  diagnosis  (3).  This  fact  emphasizes  the  inade- 
quacy of  the  available  diagnostic  means. 


When  we  analyze  our  data  for  survival,  we  find 
difficulty  in  deriving  significant  conclusions.  We  com- 
pared the  effect  of  palliative  by-pass  and  those  who 
received  no  treatment.  This  finding  has  been  observed 
before,  and  most  investigators  agree  that  by-pass  will 
not  alter  survival  (8,  9,  1,  10,  3),  though  it  may  give 
some  definite  comfort  and  palliation  to  the  patient  (1). 

As  expected,  survival  was  inversely  related  to  stage. 
This  has  been  previously  noted  (5),  and  is  a logical 
conclusion  of  the  study  of  the  course  of  this  disease 
(Table  V). 

Our  analysis  of  the  complications  and  causes  of  death 
(Table  VI),  show  them  to  be  similar  to  other  series 
(1,  7).  Mongé  had  156  complications  in  239  patients 
(11).  These  included  death,  increased  B.  U.  N.,  infec- 
tions, fistulas,  hemorrhage,  liver  failure,  and  cardio- 
pulmonary complications.  Similar  problems  were  seen 
in  our  group. 

Returning  now  to  radical  surgery,  it  is  frequently 
stated  that  Whipple’s  operation  carries  an  extremely 
high  mortality.  This  reason,  and  the  frequent  inability 
of  the  surgeon  to  make  the  diagnosis  easily,  explain 
the  reluctance  of  some  to  accept  it  as  a standard  form 
of  therapy.  Nevertheless,  others  seem  to  be  quite 
successful  with  radical  surgery.  Warren  has  reported 
a 13.5  percent  and  11  percent  operative  mortality 
(12.  7),  Mongé  reports  19.2  percent  (11),  and  Smith 
presents  9 percent  (6).  Foremost  is  Howard  who  per- 
formed 41  consecutive  Whipple  resections  without  a 
single  operative  death  (2).  Howard  attributes  his  suc- 
cess and  that  of  his  colleagues  to  the  fact  that  these 
series  were  all  performed  by  the  senior  surgeon  himself, 
whereas,  other  series  were  performed  either  by  residents 
or  by  a rotating  “non-expert”  surgeon.  He  also  gives 
great  importance  to  postoperative  care,  but  the  factor 
of  experience  he  claims  is  the  most  important  single 
factor.  We  can  thus  infer  that  this  type  of  surgery 
should  be  performed  by  a team  including  one  or  more 
experienced  surgeon  either  operating  or  at  least  super- 
vising and  directing  the  procedure.  One  should  not  deny 
the  selected  patient  a possible  cure  by  radical  surgery. 

As  far  as  curability,  the  5-year  survival  some  years 
ago  (and  still  at  present)  (3)  used  to  be  poor  (13). 
However,  Warren  (12,  7)  reported  a 12.5  percent 
5-year  survival  for  cancer  of  the  head  of  the  pan- 
creas, and  Mongé  (11)  had  a 14.3  percent  similar 
survival.  When  we  come  to  ampullary  and  duodenal 
cancer,  the  results  are  better.  Warren  (7,  12)  re- 
ports 29.8  and  41.2  percent  5-year  survival.  Mongé 
has  39.1  and  38.5  percent  similar  survival.  Cattell 
(10)  has  a formidable  52  percent  5-year  survival  for 
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previously  unexplored  patients,  and  36  percent  for 
patients  resected  in  a secondary  operation.  Similarly, 
it  has  been  recently  documented,  that  resection  affords 
better  palliation  and  better  survival  than  palliative  by- 
pass. Jordan  (14)  recommends  pancreatoduodenectomy 
even  in  incurable  cases.  Morris  (10)  and  Warren  (1) 
find  that  the  mean  survival  is  significantly  increased 
more  with  the  Whipple  operation  than  with  palliative 
surgery  alone.  Gullick  (9)  and  Gaditano  (3)  found 
a slight  but  definite  increase  in  survival  time  by  re- 
section. The  evidence  presented  definitely  indicates 
that  in  some  hands,  the  operation  of  choice  is  radical 
resection,  and  this  with  low  mortality  and  good  survival. 

Postoperative  patients  should  receive  intensive  care. 
Blood  pressure,  pulse,  respirations,  urinary  output, 
central  venous  pressure,  EKG,  hematocrit,  fluid  losses 
and  intake  must  be  monitored  constantly.  Losses 
must  be  replaced  cc  for  cc.  Frequent  traqueal  toilettes 
are  mandatory,  and  if  necessary,  tracheostomy,  with 
or  without  temporary  mechanical  ventilation.  Electro- 
lytes must  be  determined  at  least  once  daily,  as  well  as 
p02  and  pH.  All  decompressive  tubes  must  be  kept 
patent.  The  use  of  antibiotics  would  be  advisable, 
unless  otherwise  contraindicated.  Eventually,  care 
must  be  directed  to  nutrition,  including  endocrine 
and  exocrine  replacement  if  necessary.  This  close 
care  can  help  to  decrease  the  mortality. 

Other  modalities  of  treatment  may  include  chemo- 
therapy and  radiation  treatment.  Childs  et  al  (15), 
have  reported  poor  palliation  and  poor  survival  with 
Sfluorouracil  in  patients  with  unresectable  lesions. 
However,  in  some  series  (3),  isolated  cases  have  shown 
prolonged  survival  with  this  modality. 

Summary 

We  have  reported  our  analysis  of  50  cases  treated 
for  carcinoma  of  the  periampullary  region  in  our 
University  Hospital.  The  age  and  symptom  pattern  fol- 
lows that  of  ojther  series  and  reports.  Similarly,  we 
found  a very  high  percent  of  local  and  distant  metastases 
upon  exploration,  and  this  finding  probably  explains 
the  generally  poor  results  reported. 

The  modalities  of  diagnosis  and  treatment  are  dis- 
cussed, and  the  role  of  radical  surgery  in  the  therapy 
of  periampullary  cancer  is  emphasized  and  advocated 
as  the  only  modality  available  to  increase  survival 
and  decrease  morbidity. 

Resumen 

Hemos  repasado  nuestra  experiencia  con  el  carcino- 


ma de  la  región  periampular,  en  el  Hospital  Universita- 
rio. Encontramos  que  el  patrón  clínico  sigue  las  des- 
cripciones conocidas  en  la  literatura.  Asimismo,  la 
incidencia  de  riego  local  y metastasis  distantes  fue 
juzgada  alta.  Asumimos  que  este  ha  sido  uno  de 
varuis  factores  probables  para  explicar  la  sobrevida 
baua  que  presentamos. 

Discutimos  las  modalidades  de  diagnóstico  y manejo, 
con  énfasis  en  el  uso  de  cirugía  radical.  Consideramos 
ésta  justificable  e imprescindible  para  aumentar  la  sobre- 
vida y disminuir  la  morbilidad  de  este  tipo  de  cáncer. 
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En  trabajos  previos  (1,  2)  hemos  comunicado 
los  resultados  de  la  patología  y la  exploración 
funcional  hepática  en  perros  mongrel  puertorriqueños 
durante  el  curso  de  la  intoxicación  con  tioacetamida 
que  termina  en  cirrosis  inacronodular  ascitógena  en 
los  animales  que  sobreviven  hasta  pasados  seis  meses 
del  experimento. 

El  período  más  álgido  de  la  necrosis  ocurría  entre 
los  20  y 30  días  de  iniciado  el  experimento  y en  esta 
etapa,  el  perfil  funcional  hepático  era  el  siguiente: 

Se  elevan  las  globulinas  del  suero  y disminuye  la 
albúmina.  La  electroforesis  evidencia  que  son  las 
globulinas  gamma  y beta  las  responsables  del  aumento 
(Fig.  1 - 

La  retención  de  B.  S.  P.  que  es  mínima  en  los  exá- 
menes de  control,  se  eleva  considerablemente  con  cifra 
media  de  46  porciento  en  el  período  álgido  de  ¡a  necro- 
sis. 

La  bilirrubina  total  tiene  una  elevación  media  de  6.5 
mg.  porciento.  La  fosfatasa  alcalina  se  encuentra  muy 
aumentada. 

La  transaminasa  glutámica  (S.  G.  O.  T.)  está  elevada 
moderadamente  en  cifra  96  U.  El  scintigrama  con 
Rosa  de  Bengala  l 131  se  enfría  considerablemente 
y manifiesta  únicamente  un  muy  ligero  scaning  en  la 
parte  más  densa  del  hígado. 

El  scintigrama  de  Au.  198  también  se  enfría  pero 
mucho  menos  que  el  de  Rosa  de  Bengala  I 131. 

Nos  llamó  la  atención  el  moderado  aumento  de  la 
S.  G.  O.  T.  en  unas  necrosis  hepáticas  tan  intensas 
que  ocasionaron  40  porciento  de  muertes  en  los 
animales  durante  este  período. 

En  el  presente  trabajo  hemos  hecho  determinaciones 
semanales  durante  el  curso  de  la  necrosis  hepática. 
Investigamos  la  S.  G.  0.  T.,  la  dehidrogenasa  láctica 
(S.  L.  D.  H.),  la  bilirrubina  precoz  y total  y los 
scintigramas  con  Rosa  de  Bengala  I 131. 


De  la  Facultad  de  Farmacia,  Centro  Nuclear,  Escuela  de 
Medicina,  UPR.  Presentado  en  el  XI  Congreso  Panamericano 
de  Gastroenterologia,  Puerto  Rico,  Octubre  1969. 


En  tres  de  los  ocho  perros  utilizados  hemos  es- 
tudiado la  ultraestructura  en  las  biopsias  de  aguja. 

Utilizando  la  enzimología,  la  bilirrubina  y los  scinti- 
gramas con  Rosa  de  Bengala  I 131  podemos  presumir 
las  mejorías,  las  recidivas  y la  gravedad  de  las  lesiones 
necróticas  hepáticas. 

Material  y Método 

Hemos  utilizado  perros  entre  35  y 50  libras  de  peso,  sin 
parásitos,  y después  de  esperar  2 a 3 semanas  se  les  hacía 
un  perfil  funcional  hepático  y una  biopsia  con  aguja.  Los  que 
pasaban  la  prueba  como  normales  se  usaban  en  la  experiencia. 

A cinco  animales  les  hemos  administrado  tioacetamida 
a la  dosis  de  250  miligramos  dos  veces  por  semana  durante 
el  curso  de  4 semanas  que  duró  el  experimento.  Antes  de 
la  primera  administración,  y después,  al  final  de  cada  semana 
se  les  ha  hecho  determinaciones  de  bilirrubina  precoz,  total, 
de  S.  G.  0.  T.  y S.  L.  D.  H.  y scintigramas  con  Rosa  de 
Bengala  I 131. 

Otros  tres  perros  han  sido  utilizados  para  estudiar  la 
ultraestructura  y simultáneamente  las  enzimas  S.  G.  0.  T. 
y S.  L.  D.  H.  de  la  siguiente  manera:  Se  hizo  un  examen  de 
control  de  ultraestructura  y ení.imas.  A las  24  horas  de  la 
administración  de  la  primera  dosis  de  250  mlg.  de  tioacetamida 
se  repitieron  los  exámenes  de  las  enzimas.  Se  les  dejó  des- 

HEPATIC  FUNCTIONAL  PROFILE 
EXPERIMENTAL  PHAT0L0GY 

( THIOACETAMIDE ) 

FINELY 


CONTROL  I I GRANULAR  I NOOULAR 

VALUES  NECROSIS  CIRRHOSIS  CIRRHOSIS 


Fig.  1:  Perfil  funcional  hepático  en  el  curso  del  experimento. 
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cansar  4 días  y entonces  se  reiteró  la  investigación  de  las 
enzimas  y se  les  hizo  una  punción  de  aguja  para  ultraestructura. 
Al  día  siguiente  se  repitió  la  dosis  de  tioacetamida  y 24  horas 
después  se  les  reiteró  la  investigación  de  las  enzimas.  Después, 
les  continuamos  administrando  tioacetamida,  250  mlg.  dos 
veces  por  semana  durante  dos  semanas  más.  Al  finalizar  se 
les  repitió  el  examen  de  enzimas  y la  punción  para  ultra- 
estructura. 

Resultados 

En  todos  los  animales  controles  usados  las  cifras 
de  las  S.  G.  O.  T.  y S.  L.  D.  H.,  las  bilirrubinas  y el 
sean  Rosa  de  Bengala  I 131  son  normales  y compa- 
tibles con  los  valores  que  se  encuentran  en  humanos. 

Veinticuatro  horas  después  de  administrada  la  pri- 
mera dosis  de  tioacetamida  (250  mg.)  la  S.  G.  O.  T. 
se  eleva  a 210.  U y la  S.  L.  D.  H.  a 814.  Continuando 
administrando  la  tioacetamida  2 veces  por  semana  250 
mlg.,  al  final  de  los  21  días  encontramos  unos  valores 
de  S.  G.  0.  T.  de  72  U.  y de  S.  L.  D.  H.  de  542  U. 

La  bilirrubina  precoz  se  eleva  24  horas  después 
de  la  primera  dosis  a 0.51  mlg.  porciento  y la  total 
a 1.23  mlg.  porciento.  Con  el  progreso  de  la  necrosis 
la  elevación  de  la  bilirrubina  se  mantiene  cercana  a 
estas  cifras  y a los  21  días  cuando  las  lesiones  son 
muy  intensas  (Fig.  2)  la  bilirrubina  tiene  una  elevación 
máxima  de  3.10  mlg.  porciento  precoz  y 6.23  mlg. 
porciento  total. 

El  scintigrama  con  Rosa  de  Bengala  I 131  decrece 
progresivamente  paralelo  a las  lesiones  hasta  el  final 
de  la  necrosis  en  que  presenta  su  máximo  enfria- 
miento. 

Los  resultados  obtenidos  en  otros  tres  perros  estu- 
diando la  ultraestructura  y la  curva  de  las  enzimas 
S.  G.  0.  T.  y S.  L.  D.  H.  están  representados  en  la 
Fig.  3. 

En  el  control,  el  hepatocito  y todos  sus  orgánulos 
y núcleo  tienen  estructura  normal,  resaltando  nume- 
rosas mitocondrias  cercanas  al  núcleo. 

La  S.  G.  0.  T.  y la  S.  L.  D.  H.  tienen  valores 
normales  de  17-U  y 220-U  respectivamente. 

A las  24  horas  de  la  primera  dosis  de  tioacetamida 
se  elevan  las  enzimas  a 94-U  la  S.  G.  0.  T.  y a 822-U 
la  S.  L.  D.  H.  Después  de  descansar  4 días  sin  droga, 
las  enzimas  disminuyen  a 44-U  y 365-U  respectiva- 
mente. En  este  momento  la  ultraestructura  demues- 
tra mitocondrias  muy  edematizadas,  elongadas,  ado- 
sadas, con  crestas  anormales,  algunas  con  formas  bi- 
zarras y muy  pocas  con  franca  degeneración  (Fig.  4). 

Veinticuatro  horas  después  de  la  administración 
de  una  nueva  dosis  de  250  mg.  de  tioacetamida  se 
obtiene  la  máxima  elevación  de  enzimas,  la  S.  G.  0.  T. 


se  elevó  a 243-U  y la  S.  L.  D.  H.  a 1665-U. 

La  continua  administración  de  tioacetamida  por 
dos  semanas  más  (500  mlg.  por  semana)  decrece  las 
enzimas  a cifras  de  120-U  la  S.  G.  0.  T.  y 985-U  la 
S.  L.  D.  H.  La  ultraestructura  en  esta  etapa  evidencia 


THIOACETAMIDE  (500  mlg  WEEK] 
HEPATIC  PARTIAL  FUNCTIONAL  PROFILE 
DURING  THE  NECROSIS  (AVERAGE  OF  5 DOGS] 
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Fig.  2:  Thioacetamide  (500  mlg.  week).  Hepatic  Partial 
Functional  Profile  during  the  necrosis  (average  of  5 dogs). 

ULTRASTRUCTURE  AND  FUNCTION  TRIOACETAMIDE  DOSE  25  mlg /Kg 
AVERAGE  OF  3 DOGS 


SOOT  SLDH 


Fig.  3:  Diagramas  de  la  ultraestructura  y curva  de  enzimas 
durante  la  necrosis. 
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Fig.  4:  Mitocondrias  edematizadas.  Nótese  la  precipitación 
de  las  crestas  degeneradas  dentro  de  las  macromitocondrias 
(x  25000). 

profundas  lesiones  entre  las  que  se  destacan  la  iden- 
tación  de  la  membrana  nuclear  y condensación  focal 
de  la  cromatina  y unas  mitocondrias  con  condensa- 
ción de  la  substancia  matriz  y aglutinación  de  las  crestas 
mitocondriales  en  granulos  densos  y gruesos. 

Comentarios 

La  transmainasa  glutámica  fue  señalada  como  en- 
zima fundamental  de  las  mitocondrias  en  la  función 
del  metabolismo  de  los  aminoácidos  desde  1953  por 
Hoogeboon  y Schneider  (3). 

Métodos  más  refinados  usados  por  Beaufay  y cola- 
boradores (4)  establecieron  sin  duda  que  esta  enzima 
está  claramente  asociada  con  las  mitocondrias  y puede 
considerarse  como  una  señal  (“marker  ”)  para  las  mi- 
tocondrias. Por  la  presencia  de  la  transaminasa  glutá- 
mica en  las  mitocondrias  se  acepta  generalmente  que 
en  ellas  se  produce  la  transaminación  y liberación 


Fig.  5:  En  el  acmé  de  la  necrosis  ocurren  varias  fases  de 
degeneración  celular.  Numerosos  núcleos  muestran  configura- 
ciones monstruosas  (X  720). 

de  amoniaco  por  oxidación  de  los  aminoácidos. 

En  una  clasificación  de  las  enzimas  de  las  mitocon- 
drias hecha  por  Klingember  y colaboradores  (5)  in- 
cluyen tanto  la  transaminasa  glutámica  como  la  de- 
hidrogenasa  láctica  entre  las  enzimas  fuertemente  in- 
cluidas en  las  mitocondrias  de  las  que  pueden  sepa- 
rarse por  medios  mecánicos  como  las  vibraciones  só- 
nicas. 

De  otra  parte,  Watson  y Siekevitz  (6)  experimentan- 
do en  un  agregado  de  mitocondrias  con  dexosicolato, 
demostraron  que  la  primera  reacción  de  las  mitocondrias 
al  tóxico  es  el  edema.  Y la  investigación  de  Neuber  y 
Helge  (7)  estudiando  la  incorporación  de  la  U.  T.  P. 
y G.  T.  P.  y la  A.  T.  P.  señaladas  con  Ci4  al  R.  N.  A. 
de  las  mitocondrias  normales  aisladas  del  hígado  de 
rata  les  llevó  a las  conclusiones  de  que  en  las  mito- 
condrias intactas  esa  incorporación  no  requiere  la 
necesidad  de  añadir  nucleótidos  y además  no  la  im- 
pide la  actómicina  C.  Por  el  contrario,  en  las  miti- 
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Fig.  6:  Cirrosis  bien  establecida.  Nótese  la  proliferación 
de  substancia  conectiva  y la  proliferación  de  neocanalículos 
biliares  (X  155  aproximadamente). 

condrias  con  edema  que  tienen  una  permeabilidad 
aumentada,  la  incorporación  requiere  añadir  nucleó- 
tidos:  y de  otra  parte  se  hace  sensible  a la  actómicina 
C que  impide  la  incorporación. 

Las  mitocondrias  del  hígado  de  nuestros  perros 
reaccionaron  hinchándose  con  ia  primera  dosis  de 
tioacetamida.  En  estas  condiciones  una  segunda  dosis 
penetra  más  y libera  en  mayor  cuantía  la  transaminasa 
glutámica  y la  dehidrogenasa  láctica. 

Se  puede  deducir  que  una  elevación  súbita  de  estas 
enzimas  en  el  curso  de  una  hepatitis  debe  interpretarse 
como  una  recidiva,  en  tanto  que  una  disminución  puede 
interpretarse  como  una  recuperación  celular,  si  esa 
disminución  no  se  acompaña  simultáneamente  por  una 
elevación  de  la  bilirrubina  y por  una  menor  captación 
de  Rosa  de  Bengala  I 131. 

Al  final  de  la  necrosis,  cuando  hay  una  completa 
distorsión  de  todos  los  orgánulos,  con  citoplasma 
vacuolado  y unas  mitocondrias  que  muestran  conden- 
sación de  la  substancia  matriz,  gránulos  densos  y las 
crestas  aglutinadas,  en  esta  etapa  de  máxima  lesión, 
también  hay  una  relativa  disminución  de  las  enzimas 
que  interpretamos  por  fatiga  (Fig.  5) . 

Esta  etapa  de  máxima  lesión  la  comprobaremos 
por  un  enfriamiento  máximo  del  scintigrama  con  Rosa 
de  Bengala  I 131.  En  nuestros  estudios  experimentales 
con  tioacetamida  el  Rosa  de  Bengala  I 131  se  ha  mostra- 
do muy  sensible  para  informarnos  de  la  lesión  de  los 
hepatocitos.  Burker  y Halko  (8)  también  comprueban 
en  la  hepatitis  humana  la  disminución  de  captación 
hepática  del  Rosa  de  Bengala  I 131. 

Además  del  enfriamiento  del  Rosa  de  Bengala  I 131, 


la  elevación  de  la  bilirrubina  sanguínea  también  nos 
informará  de  la  gravedad  de  la  lesión.  En  nuestros 
experimentos  la  bilirrubina  asciende  progresivamente 
y está  relacionada  con  la  intensidad  de  las  lesiones 
necróticas.  Solo  unas  semanas  más  tarde,  cuando  se 
evidencia  ya  el  panorama  histopatoiógico  de  la  cirrosis 
con  neoformación  de  canalículos  biliares  (Fig.  6)  la 
bilirrubina  desciende  paulatinamente  hasta  la  mínima 
elevación  que  constatamos  en  la  cirrosis. 

Resumen 

En  el  curso  de  una  necrosis  hepática,  una  elevación 
de  la  S.  G.  0.  T.  y de  la  S.  L.  D.  H.  nos  hará  pensar 
en  una  agravación  o en  una  recidiva  si  con  anterioridad 
las  enzimas  habían  disminuido. 

Si  estas  enzimas  disminuyen  a cifras  moderadas  será 
signo  de  mejoría  y recuperación  si  se  comprueba  dis- 
minución de  la  bilirrubina  y mayor  captación  por  el 
hígado  del  Rosa  de  Bengala  I 131.  Pero  por  el  contra- 
rio, si  subsiste  alta  bilirrubinemia  y gran  frialdad  en  el 
scintigrama  con  Rosa  de  Bengala  I 131,  la  disminución 
de  las  enzimas  debe  interpretarse  como  signo  de  agrava- 
ción de  las  lesiones  y de  fatiga  de  los  hepatocitos. 

Summary 

In  the  course  of  hepatic  necrosis  an  elevation  of 
S.  G.  0.  T.  and  S.  L.  D.  H.  is  highly  suggestive  of  a re- 
activation or  a relapse  if  the  level  of  these  enzymes 
had  previously  been  falling. 

If  these  enzymes  drop  to  normal  or  near  normal 
levels,  it  is  safe  to  assume  improvement  and  recovery 
if  such  a drop  is  also  accompanied  by  a similar  reduction 
in  serum  bilirrubin  and  by  an  increased  liver  uptake 
of  I 131  Bengal  Rose.  On  the  other  hand,  if  these  latter 
parameters  remain  abnormal  a drop  in  enzyme  titer 
should  be  interpreted  as  a sign  of  aggravation  of  the 
condition  with  hepatocyte  exhaustion. 
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EDITORIAL 


NEPHROLOGY:  PRESENT  AND  PROSPECTIVE  IN  PUERTO  RICO 

The  brilliant  contributions  of  Homer  Smith,  D.  Van  Slyke,  Robert  Pitts  and  A.  N.  Richards, 
to  name  a few,  constitute  a major  cornerstone  of  the  modern  theories  of  renal  physiology.  Their 
experimental  ingenuity,  meticulous  design,  and  capacity  to  identify  critical  issues  fostered  a major 
interest  in  renal  diseases  and  hypertension.  Intricate  and  sophisticated  advancements  in  these 
areas  progressively  developed  which  opened  a vast  field  for  a major  clinical  discipline:  NEPHRO- 
LOGY. As  the  renal  physiologist  does,  the  nephrologist  recognizes  that  the  kidneys  play  a pro- 
minent role  in  regulating  the  metabolic  function  of  our  internal  environment.  Their  excretory 
capacity  is  just  incidental  to  their  regulatory  function.  The  main  concern  of  the  nephrologist,  how- 
ever, is  to  ascertain  with  a great  degree  of  precision  the  nature  of  the  derangement  of  renal  function 
early  enough  to  prevent  further  deterioration.  With  the  advent  of  more  practical  diagnostic  methods, 
the  index  of  diagnostic  accuracy  has  been  greater. 

Percutaneous  renal  biopsy  under  image  amplifier,  light  and  electron  microscopy  examination 
of  tissue  specimens  and  immunofluorescent  studies  have  been  instrumental  in  obtaining  a broad 
knowledge  of  the  natural  history,  prognosis  and  response  to  treatment  of  kidney  disease,  parti- 
cularly nephrotic  syndrome.  The  radioisotope,  radiographic,  split  renal  function  and  renal  vein 
renin  studies  have  given  the  nephrologist  means  of  predicting  surgical  correctability  of  renal  ar- 
terial hypertension.  On  the  other  hand,  until  current  experimental  studies  elucidate  the  patho- 
genesis of  renal  diseases  such  as  acute  or  chronic  glomerulonephritis,  we  are  given  the  formidable 
task  of  arresting  the  progress  of  the  disease.  In  this  respect,  the  nephrologist  is  instrumental  in 
maintaining  optimal  renal  function,  for  example,  by  gauging  the  renal  excretion  of  salt  and  tailor- 
ing the  patient’s  needs  of  dietary  salt  accordingly.  However,  when  the  inexorable  progress  of  renal 
disease  compromises  the  regulatory  capacity  of  the  kidneys,  renal  failure  eventually  ensues  and 
the  individual  succumbs.  The  availability  of  dialytic  procedures  such  as  peritoneal  dialysis  or 
hemodialysis  has  prolonged  the  life  of  patients  with  chronic  renal  failure  and  rehabilitated  them 
to  a near  normal  and  useful  life.  By  and  large,  dialytic  techniques  in  acute  or  chronic  renal  failure 
are  considered  well  established  methods  of  treatment  in  modern  nephrology.  In  contrast,  renal 
transplantation  is  still  considered  an  experimental  mode  of  treatment.  Nevertheless,  there  is  a 
wide  array  of  unsolved  problems  in  both  therapeutic  approaches  which  certainly  have  not  deterred 
their  use. 

At  the  present  time  renal  disease  ranks  as  the  fourth  cause  of  death  in  the  United  States  causing 
about  60,000  deaths  annually.  Similarly,  renal  disease  is  one  of  the  major  determinants  of  demise 
in  Puerto  Rico.  Chronic  glomerulonephritis,  polycystic  kidney  disease  and  renal  hypertensive 
disease  are  prevalent  in  our  environment.  Acute  glomerulonephritis  is  a common  finding  among 
our  younger  population  and,  although  the  majority  of  these  individuals  recover  after  their  initial 
insult,  their  overall  prognosis  is  not  well  established  and  recurrent  episodes  may  endanger  life  in 
the  future.  For  the  most  time  patients  with  renal  failure  progress  to  death  rather  quickly  when 
they  become  symptomatic  (uremic),  and  in  many  instances  their  clinical  manifestations  are  those 
of  severe  hypertension  with  brain  hemorrhage  and  severe  congestive  heart  failure.  Thus,  they  are 
not  classified  as  renal  deaths  but  as  cardiovascular  deaths.  Obviously,  this  implies  that  renal  disease 
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must  be  more  common  than  originally  suspected  and  a major  survey  designed  to  clarify  this  issue 
is  mandatory.  Indeed,  statistical  studies  have  shown  a yearly  average  of  new  uremic  patients  of 
35,000  in  the  United  States  and  500  in  Puerto  Rico. 

It  has  been  estimated  that  7,000  of  the  35,000  in  the  United  States  and  100  of  the  500  in  Puerto 
Rico  could  be  treated  with  intermittent  dialysis  or  renal  transplantation. 

In  order  to  accomplish  the  desired  goal  of  treating  100  new  uremics  in  Puerto  Rico  every  year 
the  financial  requirements  are  astronomical  (from  one  to  one  and  a half  million  dollars  a year).  Ne- 
vertheless, the  successful  renal  transplantation  not  requiring  dialysis  will  decrease  this  financial 
burden.  However,  experience  has  told  us  that  the  problem  of  rejection  in  renal  transplantation 
is  real  and,  most  unfortunately,  frequent.  Thus,  a significant  number  of  renal  transplant  patients 
will  return  to  intermittent  dialysis.  It  is  worthwhile  to  mention  here  that  if  the  problem  of  trans- 
plant rejection  can  be  solved  in  the  near  future,  the  financial  burden  will  be  significantly  decreased. 

A rough  estimate  indicates  that  only  20  to  22  patients  are  receiving  chronic  intermittent  dialysis 
and  4 patients  have  a renal  transplant  not  requiring  dialysis  in  Puerto  Rico.  Obviously,  a large 
number  of  good  candidates  for  dialytic  or  transplant  therapy  succumb.  What  is  the  future  of  this 
problem?  Where  are  we  going  to  obtain  financial  help  to  accomplish  our  goal?  At  the  present 
time  a bipartisan  bill  has  been  introduced  in  the  United  States  Senate  to  include  kidney  diseases 
as  a major  disease  in  the  44  operational  Regional  Medical  Programs  available.  The  program  has 
been  limited  to  heart  disease,  cancer,  stroke  and  related  causes  under  the  1965  enabling  act.  Senator 
Ralph  W.  Yarborough  (D.  — Texas),  chairman  of  the  Senate  Committee  on  Labor  and  Public  Welfare 
has  proposed  an  amendment  to  appropriate  $15  million  in  fiscal  1971  for  activities  in  the  field  of 
kidney  disease.  Funding  would  be  increased  to  $250  million  in  1975.  Grants  will  be  authorized 
to  step  up  the  dialysis  programs  as  they  move  into  the  realm  of  renal  transplantation.  Hopefully, 
Puerto  Rico’s  Regional  Medical  Program  will  obtain  sufficient  help  to  meet  our  needs. 

The  establishment  in  Puerto  Rico  of  a non  profit  organization,  Kidney  Foundation,  is  being 
organized.  The  aim  of  this  organization  will  be  to  promote  interest  in  early  diagnosis  and  treat- 
ment of  kidney  disease  and  provide  help  to  meet  the  increasing  costs  of  treatment  of  the  patients 
with  renal  disease. 

In  the  meantime,  the  practicing  physician  should  remain  aware  of  the  implications  of  progres- 
sive renal  disease.  Early  diagnosis  is  paramount.  Proper  treatment  is  mandatory. 

It  is  our  hope  that  the  next  few  years  will  be  less  hazardous.  Too  many  young  patients  with 
“ good  hearts  but  bad  kidneys”  are  dying. 


José  L.  Cangiano,  MD 


NOTICIAS 


Locales 


PROGRAMA  DE  ACTIVIDADES 

A continuación  informamos  las  siguientes  actividades  que 
han  sido  reportadas: 

Septiembre 

2 Reunión  Consejo  Política  Pública  - AMPR  - 8:00  p.m. 

2 Reunión  Sección  de  Radiología  - AMPR  - 8:00  p.m. 

3 Reunión  Comité  Ejecutivo  - AMPR  - 6:00  p.m. 

8  Conferencia  y película  Sección  E.N.T.  - AMPR  - 7:30 
p.m. 

8 Reunión  Consejo  Educación  Médica  - AMPR  - 8:00  p.m. 

9 Reunión  Consejo  Servicios  Médicos  - AMPR  - 7:30  p.m. 

9  Reunión  Consejo  Judicial  Administrativo  - AMPR  - 8:00 

p.m. 

9 Reunión  Consejo  Relaciones  Públicas  - AMPR  - 8:00  p.m. 

10  Reunión  Comité  Ejecutivo  AMPR  - AMPR  - 6:00  p.m. 

10  Reunión  Consejo  de  Salud  Pública  - AMPR  - 8:00  p.m. 

12  Reunión  Junta  de  Directores  AMPR  - AMPR  - 2:00  p.m. 

14  Reunión  Junta  Editora  del  Boletín  - AMPR  - 7:30  p.m. 

16  Reunión  Directiva  Sociedad  Médica  Distrito  Este  - AMPR- 
8:00  p.m. 

17  Reunión  Comité  Ejecutivo  AMPR  - AMPR  - 6:00  p.m. 

24  Reunión  Comité  Ejecutivo  AMPR  - AMPR  - 6:00  p.m. 

26  Baile  Debutantes  - Distrito  Este  - Casa  de  España 

Octubre 

1 Reunión  Comité  Ejecutivo  AMPR  - AMPR  - 6:00  p.m. 

5 Reunión  Junta  Editora  del  Boletín  - AMPR  - 7:30  p.m. 

7 Reunión  Consejo  de  Política  Pública  - AMPR  - 8:00  p.m. 

8 Reunión  Consejo  de  Salud  Pública  - AMPR  - 8:00  p.m. 
10  Reunión  Junta  de  Directores  AMPR  - AMPR  - 2:00  p.m. 

13  Conferencia  y Película  Sección  E.N.T.  - AMPR  - 7:30 
p.m. 

13  Reunión  Consejo  Educación  Médica  - AMPR  - 8:00  p.m. 

14  Reunión  Consejo  Servicios  Médicos  - AMPR  - 7:30  p.m. 

14  Reunión  Consejo  Relaciones  Públicas  - AMPR  - 8:00  p.m. 

14  Reunión  Consejo  Judicial  Administrativo  - AMPR  - 8:00 

p.m. 

17  Reunión  Ordinaria  Anual  de  la  Sociedad  de  Esposas  de 
Médicos  - AMPR  - 7:30  p.m. 

21  Reunión  Sociedad  Médica  Distrito  Este  - AMPR  - 8:00 
p.m. 

CONVENCION  ANUAL  DE  LA  ASOCIACION  MEDICA  DE 
PUERTO  RICO  - NOVIEMBRE  3-7,  1970  - HOTEL  EL  SAN 
JUAN,  SAN  JUAN,  PUERTO  RICO 


INVITACION 

La  Facultad  Médica  del  Hospital  I.  González  Martínez 
desea  invitar  a toda  la  matrícula  de  la  Asociación  Médica  de 
Puerto  Rico  a asistir  y participar  en  las  Segundas  Jomadas 
Oncológicas  a celebrarse  el  día  11  de  diciembre  de  1970. 

Estas  jomadas  serán  celebradas  en  Honor  a la  Memoria 
del  Dr.  Honorato  Estella. 

Aquellos  interesados  en  presentar  trabajos  relacionados  con 
cáncer  favor  de  mandar  el  título  y resumen  del  mismo  antes  del 
día  30  de  octubre  de  1970. 

Dr.  Antonio  Bosch 

Presidente  del  Comité  Organizador 

Hospital  I.  González  Martínez 


ESPECIALISTA  EN  MEDICINA  DE  FAMILIA 

Constituye  un  honor  para  la  Asociación  Médica  de  Puerto 
Rico  informar  que  uno  de  sus  miembros,  el  doctor  Héctor 
Feliciano,  se  ha  convertido  en  el  primer  médico  Especialista 
en  Medicina  de  Familia,  diplomado  por  el  American  Board 
of  Family  Practice. 

El  doctor  Feliciano  tomó  los  exámenes  correspondientes 
los  días  28  de  febrero  y marzo  1 de  1970. 


DIA  DEL  MEDICO 

Para  este  año  se  ha  preparado  un  homenaje  en  honor  a 
todos  los  Ex-Presidentes  de  la  AMPR  con  motivo  del  Día 
del  Médico  a celebrarse  en  la  primera  semana  de  septiembre, 
en  reconocimiento  por  la  magnífica  y meritoria  labor  que 
realizaron  en  pro  de  la  Asociación  Médica  de  Puerto  Rico. 

El  programa  preliminar  confeccionado  incluye  Misa  en  la 
Catedral  por  las  intenciones  de  todos  los  pasados  Presidentes, 
ofrenda  floral  en  el  mausoleo  del  Dr.  Quevedo  Báez,  un  Ver- 
mouth en  el  domicilio  de  la  Asociación  Médica  de  P.  R. 
donde  se  rendirá  homenaje  a las  primeras  doctoras  de  Puerto 
Rico,  clásico  “Día  del  Médico”  en  el  Hipódromo  El  Coman- 
dante y una  ceremonia  donde  se  entregarán  alfileres  distintivos 
a todos  nuestros  pasados  Presidentes,  y posiblemente  develación 
de  óleos  de  algunos  de  ellos. 
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Noticias 


Internacionales 

Vil  Congreso  Internacional  de  la  Federación  de  Sociedades 
de  Microscopía  Electrónica  — Grenoble,  Francia;  agosto  30-6 
setiembre  1970  (Ecole  Nationale  Superieure-  Laboratoire  de 
Botanique,  24  rue  Lhomond,  Paris  V.  Francia). 

111  Congreso  Europeo  de  la  Federación  Mundial  de  Sociedades 
de  Anestesiologistas  - Praga,  Checoeslovaquia;  agosto  31-4  se- 
tiembre 1970  {Dr.  B.  Dvoracek  50,  Praga  10,  Checoeslovaquia). 

V Congreso  Internacional  de  la  Sociedad  para  el  Estudio  de 
las  Enfermedades  Infecciosas  y Parasitarias  — Viena,  Austria; 
agosto  31-5  setiembre  1970  {Prof.  K.  H.  Spitzy,  Wiener 
Mediznische  Akademie,  Alsertrasse  4,  A 1090,  Viena,  Austria). 

VI  Congreso  Internacional  de  Neupatología  — París,  Francia; 
agosto  31-4  setiembre  1970  (Dr.  j.  E.  Gruner,  La  Salpetriere, 
47,  boulevard  de  I’Hospital,  París  13,  Francia). 

X Congreso  Mundial  de  Cardiología  — Londres,  Inglaterra; 
6-12  setiembre  1970  (Dr.  J.  P.  Mounsey,  Royal  Postgraduate 
Medical  School,  Ducane  Road,  London  W 12,  Inglaterra). 

XI  Congreso  Internacional  de  Medicina  Interna  — Yigyan 
Bhavan,  New  Delhi;  25-30  octubre  1970  (Presidente:  Dr.  K. 
K.  Datey;  Director  Comité  Organizador,  Dr.  R.  Viswanathan. 

AMERICAN  COLLEGE  OF  SURGEONS:  56th  Annual  Cli- 
nical Congress,  October  12-16,  1970,  Chicago  Illinois. 

POSTGRADUATE  COURSE  IN  LARYNGOLOGY  AND  BRON- 
CHOESOPHAGOLOGY  - November  2 through  13,  1970  - De- 
partment of  Otolaryngology  of  the  University  of  Illinois  at  the 
Medical  Center  (Dr.  Paul  H.  Holinger). 

12th  Congress  of  the  Pan-Pacific  Surgical  Association  - February 


26  to  March  3,  1972  - Place:  Hilton  Hawaiian  Village  Hotel,  Ho- 
nolulu, Hawaii.  For  details  write:  Pan— Pacific  Surgical  As- 
sociation, 236  Alexander  Young  Building,  Honolulu,  Hawaii, 
96813. 

THE  AMERICAN  COLLEGE  OF  PHYSICIANS  presents  Course 
on  Dermatological  Diagnosis  and  Treatment  for  the  Internist, 
September  1-3,  1970  — University  of  Maryland  School  of 
Medicine,  Baltimore,  Md.  For  registration,  requests  for  in- 
formation, and  application  write  to:  Edward  C.  Rosenow,  Jr., 
MD,  FACP,  Executive  Director,  American  College  of  Physicians, 
4200  Pine  Street,  Philadelphia,  Pennsylvania,  19104. 

VI!  CURSO  COMPLETO  DE  GASTROENTEROLOGIA  PARA 
GRADUADOS  — 5 de  abril  al  6 de  diciembre  de  1971.  Para 
información  complementaria  dirija  carta  al  Director  del  Curso, 
Profesor  Dr.  Marcos  Maur.  Caseros  2061,  Buenos  Aires,  Argenti- 
na. 

AMERICAN  BOARD  OF  FAMILY  PRACTICE,  INC. 

Reproducimos  a continuación  la  comunicación  que  re- 
cientemente recibiéramos  del  American  Board  of  Family  Prac- 
tice, Inc.: 

“The  American  Board  of  Family  Practice  announces  that 
it  will  give  its  SECOND  examination  for  certification  in 
various  centers  throughout  the  United  States.  The  examination 
will  be  over  a two-day  period  on  February  27-28,  1971.  In- 
formation regarding  the  examination  and  eligibility  for  the 
examination  can  be  obtained  by  writing: 

Nicholas  J.  Pisacano,  MD,  Secretary-Treasurer 

American  Board  of  Family  Practice,  Inc. 

University  of  Kentucky  Medical  Center 

Annex  No.  2,  Room  229 

Lexington,  Kentucky,  40506 

Deadline  for  receiving  completed  applications  in  the  Board 
office  is  November  1,  1970.” 


Instrucciones  para  los  Autores 

El  Boletín  acepta  para  su  publicación  artículos 
relativos  a medicina  y cirugía  y las  ciencias  afines. 
Igualmente  acepta  artículos  especiales  y correspon- 
dencia que  pudiera  ser  de  interés  general  para  la 
profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  condición 
de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Edi- 
tora y la  del  impresor,  se  requiere  de  los  autores 
que  sigan  las  siguientes  instrucciones: 

Manuscrito:  El  manuscrito  completo,  incluyendo  las 
leyendas  y referencias  deberán  estar  escritos  a ma- 
quinilla  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen.  En 
página  separada  deberá  incluirse  lo  siguiente:  tí- 
tulo, nombre  del  autor  (es)  y su  grado  (ej:  MD, 
FACP),  ciudad  donde  se  hizo  el  trabajo,  el  hos- 
pital o institución  académica,  patrocinadores  del 
estudio,  y si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve 
introducción  en  la  cual  se  especifique  el  propó- 
sito del  mismo.  Las  secciones  principales  (como 
por  ejemplo:  materiales  y métodos)  deben  iden- 
tificarse como  un  encabezamiento  al  centro  y en 
letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clí- 
nicos o investigaciones  de  laboratorio  deben  orga- 
nizarse bajo  los  siguientes  encabezamientos:  Intro- 
ducción, Materiales  y Métodos,  Resultados,  Dis- 
cusión, Resumen  (en  español  e inglés),  Reconoci- 
miento y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados 
deben  organizarse  en  la  siguiente  forma:  Intro- 
ducción, Materiales  y Métodos  si  es  aplicable,  Ob- 
servaciones del  Caso,  Discusión,  Resumen  (en  español 
e inglés),  Reconocimientos  y Referencias. 
Nomenclatura:  Deben  usarse  los  nombres  genéricos 

de  los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así  se 
desea.  Se  usará  con  preferencia  el  sistema  métrico 
de  peso6  y medidas. 

Tablas:  Las  tablas  deben  aparecer  en  hojas  separadas. 
Estas  deben  incluir  el  título  y el  número  de  la 
tabla  (romano).  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se 
deben  omitir  líneas  verticales  y horizontales  en 
la  tabla. 


Figuras:  Las  fotografías  y microfotografías  se  some- 
terán como  copias  en  papel  de  lustre,  sin  montar. 
En  el  reverso  de  la  figura  debe  aparecer  el  numero 
de  la  figura  (arábigo)  y el  autor  y debe  indicarse 
la  parte  superior. 

Referencias:  Las  referencias  deben  ser  numeradas 

sucesivamente  de  acuerdo  con  su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis 
al  nivel  de  la  línea  u oración.  Al  final  de  cada 
artículo  las  referencias  deben  aparecer  en  el  orden 
numérico  en  que  se  citan  en  el  texto.  Estas  deben 
seguir  el  estilo  o patrón  del  “Index  Medicus”,  el 
cual  se  describe  a continuación: 

Para  artículos  de  Revista 

Apellido  (s),  e iniciales  del  nombre  del  autor  (es), 
título  del  artículo,  nombre  de  la  revista,  volumen, 
primera  página  y año. 

Koppisch,  E.:  Pathology  of  arteriosclerosis.  Bol. 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

Para  citación  de  Libros 

Apellido  (s),  e iniciales  del  autor  (es),  título,  edi- 
ción, casa  editora,  ciudad,  año  y página. 

Wintrobe,  M.  M.:  Clinical  Hematology,  3rd  Ed. 

Lea  and  Febiger,  Philadelphia,  1952  p.  67. 

Deben  usarse  solamente  las  abreviaturas  indicadas  en 
el  “Cumulative  índex  Medicus”  que  publica  la  Aso- 
ciación Médica  Americana. 

Como  guía  de  referencia  para  preparar  su  artí- 
culo puede  usar  la  publicación  Advice  to  Authors 
que  publica  la  Scientific  Publications  Division,  Amer- 
ican Medical  Association,  535  N Dearborn  Street, 
Chicago,  Illinois,  60610. 

Instructions  to  Authors 

The  Boletín  will  accept  for  publication  contribu- 
tions relating  to  the  various  areas  of  medicine,  sur- 
gery and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  phy- 
sicians will  also  be  accepted.  All  material  is  accepted 
with  the  understanding  that  it  is  to  be  published 
solely  in  this  journal. 

In  order  to  facilitate  review  of  the  article  by  the 
Editorial  Board  and  the  work  of  the  printer,  the 
authors  must  conform  with  the  following  instructions: 

Manuscripts:  The  entire  manuscript,  including  legends 
and  references  should  be  typewritten  double  spaced 
in  duplicate  with  ample  margins.  A separate  title 
page  should  include  the  following:  title,  authors 
and  their  degrees  (e.  g.  MD,  FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions, 


acknowledgment  of  financial  sponsors,  and  if  the 
paper  has  been  presented  at  a meeting  the  place 
and  date  should  be  given. 

The  manuscript  should  start  with  a brief  intro- 
ductory paragraph  or  paragraphs  which  should  state 
its  purpose.  The  main  sections  (for  example.  Mater- 
ials and  Methods)  should  be  identified  by  center 
headings  in  capital  letters. 

.Articles  reporting  the  results  of  clinical  studies 
or  laboratory  investigation  should  be  organized  un- 
der the  following  headings:  Introduction,  Material 
and  Methods,  Results  if  indicated,  Discussion,  Sum- 
mary in  English  and  Spanish,  Acknowledgments  if 
any,  and  References. 

Nomenclature:  Generic  names  of  drugs  should  be 

used;  trade  names  may  also  be  given  in  paren  thesis, 
if  desired.  Metric  units  of  measurements  should 
be  used  preferentially. 

Tables:  These  should  be  typed  on  separate  sheets  with 
the  title  and  table  number  (Roman)  centered.  Sym- 
bol for  units  should  be  confined  to  the  column 
headings.  Vertical  and  horizontal  lines  should  be 
omitted. 

Figures:  Photographs  and  photomicrographs  should 

be  submitted  as  glossy  prints,  unmounted.  They 
should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top 
should  be  indicated.  Legends  to  the  figures  should 


be  typed  on  a separate  sheet. 

References:  These  should  be  numbered  serially  as 

they  appear  in  the  text.  The  number  Should  be 
enclosed  in  parenthesis  on  the  line  of  writing  and 
not  as  superscript  numbers.  At  the  end  of  the 
article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text. 
This  list  should  conform  to  the  Style  of  the  Index 
Medicus  and  should  be  punctuated  as  in  the  follow- 
ing examples. 

For  journal  articles:  Surname  and  initials  of  au- 
thor (s),  title  ol  articles,  name  of  journal,  vo- 
lume, first  page  and  year. 

Koppisch,  £.:  Pathology  of  arteriosclerosis.  BoL 

Asoc.  Méd.  P.  Rico  46:  505,  1954. 

For  Books:  Surname  and  initials  of  author  (s), 
title,  edition,  publishing  house,  City,  year  and 
page. 

Wintrobe,  M.  AÍ:  Clinical  Hematology,  3rd.  Ed. 

Lea  and  Febiger,  Philadelphia,  1952,  p.  67. 
Abbreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the  American 
Medical  Association. 

For  aid  in  preparing  your  manuscript  refer  to  the 
publication  Advice  to  Authors  available  from  the  Scien- 
tific Publications  Division.  American  Medical  Associa- 
tion, 535  N Dearborn  St.,  Chicago,  Illinois  60610. 


ANUNCIOS 


VENTAS 

Vendo  un  fluoroscopio  en  perfectas  condiciones, 
guantes  y delantal  de  plomo  y cuarto  obscuro.  Para 
información,  Dr.  Alonso  - Tel.  782-8046. 

Se  vende  oficina  Manhattan;  área  hispana  - equipo 
incluye  Rayos  X;  renta  razonable.  Buena  para  mé- 
dico generalista,  internista,  ginecólogo  o combinación. 
J.  M.  Rodríguez,  MD  — 201  West  107  St.,  Apt.  1, 
N.  Y.,  N.  Y.  10025  - Teléfono:  (Area  Code  212) 
666-4024  - 3 - 6 PM. 


Vendo,  motivo  viaje:  juego  de  muebles  de  oficina 
Orbit,  casi  nuevos:  escritorio,  3 sillas  ejecutivas  de 
vinyl  naugahyde  negro  y acero  inoxidable  pulido,  6 
sillas  azules  sala  de  espera  del  mismo  material  con 
mesita  redonda  30  pies  dia.  Todo  por  #749.00. 
.Alfombra  13’  x 10’  y cortina  verde  clara  — #150.00. 
Puerta  corrediza  71”  largo  y 96”  alto  — #60.00. 
Refrigeradora  Hotpoint  “self  defrosting”  — #200.00. 
Inf.  Dr.  Félix  A.  Delerme,  100  Iglesias  St.  (2nd  Floor), 
Comer  Dr.  López  St.,  Fajardo,  P.  R.  Tel.  863-0790. 


Apartamento  para  oficina,  530  pies  cuadrados,  Calle 
Domenech  283,  2do  piso,  Hato  Rey.  Informa  Ing. 
Albándoz,  en  bajos. 

LOCAL  PARA  ALQUILAR 

Se  alquila  segunda  planta  propia  para  oficina.  Ave. 
Central  1529,  Caparra  Terrace.  Para  más  informes  vea 
al  Sr.  A.  Santiago  Morales  en  la  tienda  primer  piso. 


MAGNÍFICA  INVERSION 

CENTRO  COMERCIAL  recién  construido,  frente 
a una  avenida  principal  en  el  área  metropolitana.  TO- 
TALMENTE ocupado  por  inquilinos  Triple  A.  Renta 
anual  de  #148  mil  la  cual  aumenta  progresivamente 
todos  ios  años.  Primera  hipoteca  a 20  años  al  8 por- 
ciento. Segunda  hipoteca  disponible.  Magnífica  opor- 
tunidad para  grupo  de  médicos.  Transacción  rápida  y 
confidencial.  Para  información:  CONCHITA  ECHE- 
VARRÍA, Real  Estate,  Box  6354,  Santurce,  00914. 
Tel.  723-7991. 


/ell,  Dr.  Cunningham!  I was  just  telling  Herbert 
should  talk  to  you  about  my  allergy, 
irst  my  nose  starts  to  tickle  and . . 


i know  the  rest  of  the  story.  Sneezing.  Watery  eyes. 
;y  nose.  And  for  prompt  relief  of  these  symptoms, 
re's  Novahistine®  LP.  These  continuous-release  tablets 
e a vasoconstrictor-antihistamine  formulation  that 
lins  working  in  minutes,  then  continues  to  provide 
sf  for  hours.  Even  when  nasal  congestion  is  due  to 
eated  allergic  episodes,  two  Novahistine  LP  tablets. 


morning  and  evening,  let  most  patients  breathe  freely  all 
day  and  all  night.  Use  with  caution  in  individuals  with 
severe  hypertension,  diabe-  -my  ■ • ^ ® 

tes  mellitus,  hyperthyroid-  J\|0V3.lllSllilC 
ism  or  urinary  retention.  T T) 

Caution  ambulatory  patients  J-JX  decongestant 

that  drowsiness  may  result.  (Each  tablet  contains  25  mg.  of  phenylephrine 

hydrochloride  and  4 mg.  of  chlorpheniramine 
maleate.) 


THE  DOW  CHEMICAL  COMPANY  Rx  Pharmaceuticals  Indianapolis 
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Clinical  Extension 
of  a pure 
Smooth  Muscle 
Relaxant 
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NOTE:  The  high  therapeutic  index 
of  Trocinate  permits  its  administra- 
tion in  dosage  sufficient  to  relieve 
smooth  muscle  spasm  promptly. 
400  mg.  dosage  usually  creates  a 
therapeutic  blood  level.  In  reducing 
dosage  after  relief,  lengthening  the 
time  between  dosage  rather  than  lessen- 
ing the  recommended  dose  is  preferable. 
The  prompt  direct  action  allows  a 
consciousness  of  the  first  suggestion  of 
return  of  symptom  ...  a guide  to  dose 
spacing  and  to  determining  when  treat- 
ment is  complete.  A prescription  for 
twelve  or  sixteen  400  mg.  tablets  will 
usually  correct  spasm  and  leave  a few 
tablets  for  a reserve. 


TROCINATE 


Brand  THIPHENAMIL  HC1 

400  mg./100  mg.  S/C  tablets 


Trocinate  relaxes  all  smooth  muscles.  Its  direct  action  (muscu- 
lotropic)  does  not  involve  the  autonomic  nervous  system  and  it  is 
not  mydriatic.  It  is  metabolized  by  the  body  and  eliminated  in  the 
urine  as  harmless  degradation  products.  Trocinate  has  a remark- 
able history  of  freedom  from  side-effects. 

When  a pure  direct-acting  smooth  muscle  relaxant  is  indicated, 
Trocinate  is  the  drug  of  choice. 


DIARRHEA  (functional)  . . . the  first  400  mg. 
tablet  usually  relieves  the  discomfort  of  diarrhea  so 
promptly  that  it  ceases  to  be  a bother. 

DIVERTICULITIS-MUCOUS  COLITIS 

...  the  accompanying  discomforts  can  be  relieved  by 
this  direct  smooth  muscle  relaxant. 


BLADDER  SPASM  . . . relaxation  is  immediate. 
One  or  two  tablets  condition  the  bladder  for  cystoscopy 
in  one  hour. 


SPASTIC  URETER  . . . the  specific  relaxing  effect 
of  Trocinate  on  the  spastic  ureter  has  been  proven  by 
animal  studies  and  affirmed  clinically.  ( J . Urol. 
73:487-93 ) 


PRESCRIBING  INFORMATION 


WARNING:  Do  not  give  in  advanced  kidney  or  liver  disease. 
PRECAUTIONS:  Trocinate  relaxes  all  smooth  muscles.  Large 
dosage  or  prolonged  usage  may  cause  feeling  of  weakness  or  can 
theoretically  precipitate  gall-bladder  colic,  due  to  relaxing  the 
vascular  and  duct  systems.  Caution  should  be  observed  in  patients 
with  urinary  bladder  obstruction.  DOSAGE:  400  mg.  May  be 
repeated  in  4 hours.  After  relief,  lengthen  the  dose  frequency, 
(see  side  note) 


WILLIAM  P.  POYTHRESS  & CO.,  INC. 
RICHMOND,  VIRGINIA  23217 


■ PS 1 
- > .*}!  & 


¿y 


//fdp// 


✓ / 


® 


y y 


Cuando  comen  lo  que  les  gusta 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 


Unicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  ' 10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg. 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  6 mg. 

Potasio  (como  sulfato)  5 mg. 

Posologia:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 


Upjohn 
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When  disease  is  ruled  out 
and  psychic  tension  is  implicated 

\MlUm  (diazepam) 

helps  relax  the  patient 
and  relieve  his  somatic  symptoms 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 

Indications:  Tension  and  anxiety  states;  somatic  com- 
plaints which  are  concomitants  of  emotional  factors; 
psychoneurotic  states  manifested  by  tension,  anxiety, 
apprehension,  fatigue,  depressive  symptoms  or  agita- 
tion; acute  agitation,  tremor,  delirium  tremens  and 
hallucinosis  due  to  acute  alcohol  withdrawal;  adjunc- 
tively  in  skeletal  muscle  spasm  due  to  reflex  spasm  to 
local  pathology,  spasticity  caused  by  upper  motor 
neuron  disorders,  athetosis,  stiff-man  syndrome,  con- 
vulsive disorders  (not  for  sole  therapy). 
Contraindicated:  Known  hypersensitivity  to  the  drug. 
Children  under  6 months  of  age.  Acute  narrow  angle 
glaucoma. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution 
against  hazardous  occupations  requiring  complete 
mental  alertness.  When  used  adjunctively  in  convul- 
sive disorders,  possibility  of  increase  in  frequency 
and/or  severity  of  grand  mal  seizures  may  require 
increased  dosage  of  standard  anticonvulsant  medica- 
tion; abrupt  withdrawal  may  be  associated  with  tem- 
porary increase  in  frequency  and/or  severity  of 
seizures.  Advise  against  simultaneous  ingestion  of 
alcohol  and  other  CNS  depressants.  Withdrawal 
symptoms  have  occurred  following  abrupt  discon- 
tinuance. Keep  addiction-prone  individuals  under 
careful  surveillance  because  of  their  predisposition  to 
habituation  and  dependence.  In  pregnancy,  lactation 


or  women  of  childbearing  age,  weigh  potential  benefit 
against  possible  hazard. 

Precautions:  If  combined  with  other  psychotropics  or 
anticonvulsants,  consider  carefully  pharmacology  of 
agents  employed.  Usual  precautions  indicated  in  pa- 
tients severely  depressed,  or  with  latent  depression, 
or  with  suicidal  tendencies.  Observe  usual  precau- 
tions in  impaired  renal  or  hepatic  function.  Limit 
dosage  to  smallest  effective  amount  in  elderly  and 
debilitated  to  preclude  ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypo- 
tension, changes  in  libido,  nausea,  fatigue,  depression, 
dysarthria,  jaundice,  skin  rash,  ataxia,  constipation, 
headache,  incontinence,  changes  in  salivation,  slurred 
speech,  tremor,  vertigo,  urinary  retention,  blurred 
vision.  Paradoxical  reactions  such  as  acute  hyperexcited 
states,  anxiety,  hallucinations,  increased  muscle  spas- 
ticity, insomnia,  rage,  sleep  disturbances,  stimulation, 
have  been  reported;  should  these  occur,  discontinue 
drug.  Isolated  reports  of  neutropenia,  jaundice;  peri- 
odic blood  counts  and  liver  function  tests  advisable 
during  long-term  therapy. 
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Carnation  Evaporated 
Milk.  Baby's  first  taste 
of  real  food. 


Nothing  artificial.  It's  a real  food.  With  naturally 
occurring  protein  and  all  other  nutrients 
intact.  Add  supplementary  vitamins  and 
carbohydrate  and  it's  a complete,  nourishing 
diet  that  doesn't  pretend  to  be  anything 
but  good,  honest  nutrition  babies  thrive  on. 


CARNATION®  EVAPORATED  MILK.  CARNATION  COMPANY  LOS  ANGELES.  CALIF  90036 


Recommended  dosage: 

Starting  dosage- 
25  mg.,  t.i.d. 
Maximum  dosage- 
300  mg.  per  day. 


Expected  activity: 

Antianxiety  activity  is  rapidly 
apparent,  comparable  to  that  of  the 
benzodiazepine  tranquilizers. 
Antidepressant  activity  is  com- 
parable to  the  tricyclic  antidepres- 
sants. 


How  supplied: 

Bottles  of  100 
capsules  of  10  mg., 
25  mg.,  and  50  mg.; 
bottles  of  1000 
capsules  of  25  mg. 
and  50  mg. 


(ACTUAL  SIZE) 


The  first  single  agent 
that  can  be  prescribed 
as  a tranquilizer,  an 
antidepressant...or  both 


SINEQUAN  (Doxepin-HCl)  Capsules 

Description.  SINEQUAN  (doxepin-HCl)  is  a new  dibenzoxepin  psycho- 
therapeutic agent  with  marked  antianxiety  and  significant  antidepressant 
activity. 

Chemistry.  SINEQUAN  (doxepin-HCl)  is  a dibenzoxepin  derivative  and 
is  the  first  of  a new  family  of  psychotherapeutic  agents.  Specifically,  it  is 
an  isomeric  mixture  of  N,N-Dimethyl-dibenz(b,e)oxepin-A11,0H)'  v propyl- 
amine hydrochloride. 


Indications.  In  a carefully  designed  series  of  controlled  studies,  SINEQUAN 
(doxepin  • HCI)  has  been  shown  to  have  marked  antianxiety  and  signifi- 
cant antidepressant  activity.  SINEQUAN  (doxepin-HCl)  is  recommended 
for  the  treatment  of: 

1.  Patients  with  psychoneurotic  anxiety  and/or  depressive  reactions. 

2.  Mixed  symptoms  of  anxiety  and  depression. 

3.  Alcoholic  patients  with  anxiety  and/or  depression. 

4.  Anxiety  associated  with  organic  disease. 

5.  Psychotic  depressive  disorders  including  involutional  depression  and 
manic  depressive  reactions. 

The  target  symptoms  of  psychoneurosis  that  respond  particularly  well 
to  SINEQUAN  (doxepin-HCl)  include  anxiety,  tension,  depression,  so- 
matic symptoms  and  concerns,  insomnia,  guilt,  lack  of  energy,  fear,  ap- 
prehension and  worry. 

In  those  patients  in  whom  anxiety  masks  the  depressive  state,  SINEQUAN 
(doxepin-HCl)  is  of  particular  value  since  it  exerts  a potent  antidepres- 
sant effect  as  well  as  antianxiety  activity. 

Patients  who  have  failed  to  respond  to  other  antianxiety  or  antidepres- 
sant drugs  may  benefit  from  treatment  with  SINEQUAN  (doxepin-HCl). 

Clinical  experience  has  shown  that  SINEQUAN  (doxepin-HCl)  is  safe 
and  well  tolerated  even  in  the  elderly  patient. 

In  a large  series  of  patients  systematically  observed  for  withdrawal 
symptoms,  none  were  reported.  This  is  consistent  with  the  virtual  ab- 
sence of  euphoria  as  a side  effect  and  the  lack  of  addiction  potential 
characteristic  of  this  type  of  chemical  compound. 

Contraindications.  SINEQUAN  (doxepin-HCl)  is  contraindicated  in  indi- 
viduals who  have  shown  hypersensitivity  to  the  drug. 

SINEQUAN  (doxepin-HCl)  is  contraindicated  in  patients  with  glau- 
coma, or  a tendency  to  urinary  retention. 

Warnings.  Usage  in  Pregnancy:  SINEQUAN  (doxepin-HCl)  has  not  been 
studied  in  the  pregnant  patient.  It  should  not  be  used  in  pregnant  women 
unless,  in  the  judgment  of  the  physician,  it  is  essential  for 
the  welfare  of  the  patient,  although  animal  reproductive 
studies  have  not  resulted  in  any  teratogenic  effects. 

Usage  in  Children:  The  use  of  SINEQUAN  (doxepin-HCl) 
in  children  under  12  years  of  age  is  not  recommended,  be- 
cause safe  conditions  for  its  use  have  not  been  estab- 
lished. 

MAO  Inhibitors:  Serious  side  effects  and  even  death 
have  been  reported  following  the  concomitant  use  of  cer- 
tain drugs  with  MAO  inhibitors.  Therefore,  MAO  inhibitors 


should  be  discontinued  at  least  two  weeks  prior  to  the  cautious  initia- 
tion of  therapy  with  SINEQUAN  (doxepin-HCl).  The  exact  length  of 
time  may  vary  and  is  dependent  upon  the  particular  MAO  inhibitor 
being  used,  the  length  of  time  it  has  been  administered,  and  the  dosage 
involved. 

Precautions.  Since  drowsiness  may  occur  with  the  use  of  this  drug,  pa- 
tients should  be  warned  of  the  possibility  and  cautioned  against  driving 
a car  or  operating  dangerous  machinery  while  taking  this  drug. 

Patients  should  also  be  cautioned  that  their  response  to  alcohol  may 
be  potentiated. 

Since  suicide  is  an  inherent  risk  in  any  depressed  patient  and  may 
remain  so  until  significant  improvement  has  occurred,  patients  should  be 
closely  supervised  during  the  early  course  of  therapy. 

Although  SINEQUAN  (doxepin-HCl)  has  significant  tranquilizing  ac- 
tivity, the  possibility  of  activation  of  psychotic  symptoms  should  be  kept 
in  mind. 

Other  structurally  related  psychotherapeutic  agents  (e.g.  iminodiben- 
zyls  and  dibenzocycloheptenes)  are  capable  of  blocking  the  effects  of 
guanethidine  and  similarly  acting  compounds  in  both  the  animal  and 
man.  SINEQUAN  (doxepin-HCl),  however,  does  not  show  this  effect  in 
animals.  At  the  usual  clinical  dosage,  75  to  150  mg.  per  day,  SINEQUAN 
(doxepin-HCl)  can  be  given  concomitantly  with  guanethidine  and  related 
compounds  without  blocking  the  antihypertensive  effect.  At  doses  of 
300  mg.  per  day  or  above,  SINEQUAN  (doxepin-HCl)  does  exert  a signifi- 
cant blocking  effect.  In  addition,  SINEQUAN  (doxepin-HCl)  was  similar 
to  the  other  structurally  related  psychotherapeutic  agents  as  regards  its 
ability  to  potentiate  norepinephrine  response  in  the  animal.  However,  in 
the  human  this  effect  was  not  seen.  This  is  in  agreement  with  the  low 
incidence  of  the  side  effect  of  tachycardia  seen  clinically. 

Adverse  Reactions.  Anticholinergic  Effects:  dry  mouth,  blurred  vision, 
and  constipation  have  been  reported.  They  are  usually  mild,  and  often 
subside  with  continued  therapy  or  reduction  of  dose. 

Central  Nervous  System  Effects:  drowsiness  has  been  observed.  This 
usually  occurs  early  in  the  course  of  treatment,  and  tends  to  disappear 
as  therapy  is  continued. 

Cardiovascular  Effects:  tachycardia  and  hypotension  have  been  re- 
ported infrequently. 

Other  infrequently  reported  side  effects  include  extrapyramidal  symp- 
toms, gastrointestinal  reactions,  secretory  effects  such  as  increased  sweat- 
ing, weakness,  dizziness,  fatigue,  weight  gain,  edema,  paresthesias,  flush- 
ing, chills,  tinnitus,  photophobia,  decreased  libido,  rash,  and  pruritus. 
Dosage.  For  most  patients  with  illness  of  mild  to  moderate  severity,  a 
starting  dose  of  25  mg.  t.i.d.  is  recommended.  Dosage  may  subsequently 
be  Increased  or  decreased  at  appropriate  intervals  and  according  to  in- 
dividual response.  The  usual  optimum  dose  range  is  75  mg. /day  to  150 
mg./day. 

In  more  severely  ill  patients,  an  initial  dose  of  50  mg.  t.i.d.  may  be  re- 
quired with  subsequent  gradual  increase  to  300  mg./day  if  necessary. 
Additional  therapeutic  effect  is  rarely  to  be  obtained  by  exceeding  a 
dose  of  300  mg./day. 

In  patients  with  very  mild  symptomatology,  or  emotional  symptoms 
accompanying  organic  disease,  lower  doses  may  suffice. 
Some  of  these  patients  have  been  controlled  on  doses  as 
low  as  25-50  mg./day. 

Although  optimal  antidepressant  response  may  not  be 
evident  for  two  to  three  weeks,  antianxiety  activity  is 
rapidly  apparent. 

Supply.  SINEQUAN  (doxepin-HCl)  is  available  as  capsules 
containing  doxepin  HCI  equivalent  to  10  mg.,  25  mg.,  and 
50  mg.  of  doxepin  base  in  bottles  of  100;  and  25  mg.  and 
50  mg.  in  bottles  of  1000.  Issued  September  1969 
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Menrium  treats 
the  menopausal 
symptoms 

that  bother  him 

most- 


Roche 
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His  wife  has  a lot  of  different 
nopausal  symptoms,  but  only  a few 
lly  irritate  him.  Her  hot  flashes,  her 
tigo,  her  palpitations — that’s  her 
>blem.  What  really  bothers  him  is 

• nervousness,  her  irritability  and 

• excessive  anxiety,  often  expressed 
endless  “book-shuffling,  chain- 
□king,  reading-lamp”  insomnia! 
Menrium  takes  care  of  hot  flashes, 
tigo,  palpitations  in  most 
nopausal  women.  Menrium 
)vides  the  well-known  antianxiety 
ion  of  chlordiazepoxide  (Librium®) 
1 water-soluble  esterified  estrogens, 
herefore  relieves  more  symptoms 
in  either  component  separately, 
akes  care  of  the  vasomotor 
aptoms  as  well  as  the  emotional 
aptoms.  This  means  the  symptoms 
it  bother  his  wife  most.  And  the 
aptonas  that  irritate  him  most. 

So,  to  help  them  both  get  through 
menopause,  remember  Menrium. 


Before  prescribing,  please  consult  complete  product  informa- 
tion, a summary  of  which  follows: 

Indications:  Management  of  manifestations  generally  associated 
with  the  menopausal  syndrome — anxiety  and  tension,  vasomotor 
complaints  and  hormonal  deficiency  states. 

Contraindications:  Women  with  cancer  of  breast  or  genitalia, 
except  inoperable  cases,  and  those  with  known  hypersensitivity  to 
chlordiazepoxide  and/or  esterified  estrogens. 

Warnings:  Caution  patients  about  possible  combined  effects  with 
alcohol  and  other  CNS  depressants.  As  with  all  CNS-acting  drugs, 
caution  patients  against  hazardous  occupations  requiring  complete 
mental  alertness  (e.g.,  operating  machinery,  driving).  Exclude  other 
possible  causes  of  menopausal  syndrome  manifestations,  such  as 
pregnancy.  Though  physical  and  psychological  dependence  have  rarely 
be  en  reported  on  recommended  doses,  use  caution  in  administering  to 
addiction-prone  individuals  or  those  who  might  increase  dosage; 
withdrawal  symptoms  (including  convulsions)  similar  to  those  seen 
with  barbiturates  have  been  reported  following  discontinuance  of 
chlordiazepoxide  HC1.  Potential  benefits  of  use  in  pregnancy,  lactation 
or  women  of  childbearing  age  should  be  weighed  against  possible 
hazards  to  mother  and  child.  Clinical  data  inadequate  on  safety 
in  pregnancy. 

Precautions:  In  elderly  and  debilitated  patients,  limit  dosage  to 
smallest  effective  amount  of  chlordiazepoxide  (initially  10  mg  or  less 
per  day)  to  preclude  ataxia  or  oversedation;  increase  gradually  as 
needed  and  tolerated.  Though  generally  not  recommended,  if  combina- 
tion therapy  with  other  psychotropics  seems  indicated,  carefully 
consider  individual  pharmacologic  effects — particularly  in  use  of 
potentiating  drugs  such  as  MAO  inhibitors  and  phenothiazines. 
Observe  usual  precautions  in  patients  with  impaired  renal  or  hepatic 
function.  Paradoxical  reactions  to  chlordiazepoxide  (e.g.,  excitement, 
stimulation  and  acute  rage)  have  been  reported  in  psychiatric  patients. 
Employ  usual  precautions  in  the  treatment  of  anxiety  states  with 
evidence  of  impending  depression;  suicidal  tendencies  may  be  present 
and  protective  measures  necessary.  Variable  effects  on  blood  coagula- 
tion very  rarely  reported  in  patients  receiving  Librium®  (chlordiaz- 
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with  antacids  of  one  sort  or  another.  But  not  with  Camalox 
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GASTROENTEROLOGIA  Y NUTRICION 


Moisés  Béhar,  MD,  MPH 


Es  un  hecho  claramente  reconocido  que  las  fun- 
ciones digestivas  constituyen  un  factor  funda- 
mental determinante  del  estado  nutricional  de  los 
individuos,  pero  por  ser  menos  evidente,  no  siempre 
se  acepta  la  acción  inversa,  esto  es,  que  el  estado 
nutricional  afecta  también  profundamente  las  funciones 
digestivas.  En  realidad,  en  este  caso  podemos  hablar 
de  una  interacción  de  tipo  sinérgico,  es  decir,  que 
así  como  los  trastornos  digestivos  conducen  a la 
desnutrición,  ésta  a su  vez  puede  agravar  los  trastornos 
digestivos,  creándose  en  esta  forma  una  acción  com- 
binada más  fuerte  de  la  que  cabría  esperar  de  la  actua- 
ción independiente  de  cada  uno  de  los  dos  trastornos 
citados. 

La  interacción  sinérgica  a que  nos  referimos  — la 
acción  de  doble  vía  que  existe  entre  los  trastornos 
digestivos  y la  desnutrición  — cobra  particular  im- 
portancia cuando  el  problema  se  enfoca  desde  el 
ángulo  de  la  salud  pública.  Sabemos  que  grandes 
sectores  de  nuestras  poblaciones  en  América  Latina 
y en  otras  regiones  del  mundo  donde  prevalecen 
condiciones  ecológicas  similares,  están  sujetas,  por  un 
lado,  a una  dieta  insuficiente  y/o  inadecuada,  y por 
otro,  a condiciones  ambientales  desfavorables  que  favo- 
recen una  alta  prevalencia  de  procesos  diarreicos,  para- 
sitismo intestinal  y otros  trastornos  digestivos.  La 
acción  combinada  de  estos  dos  factores  como  compo- 
nentes de  una  situación  general  de  pobreza  y sub- 
desarrollo, es  la  responsable  de  la  desnutrición  de 
que  padece  una  gran  mayoría  de  la  población  mundial. 
Al  mismo  tiempo,  esa  desnutrición  agrava  el  daño  de 
los  trastornos  digestivos,  muy  especialmente  los  resul- 


te/ Instituto  de  Nutrición  de  Centro  América  y Pana- 
má (INCAP),  Guatemala. 

Conferencia  magistral  en  memoria  del  Dr.  Bailey  Kelly 
Ashford,  impartida  el  30  de  octubre  de  1969  durante  el 
XI  Congreso  Panamericano  de  Gastroenterología  que  se  ce- 
lebró en  San  Juan,  Puerto  Rico,  del  26  de  octubre  al  ¡ro. 
de  noviembre  del  mismo  año,  bajo  los  auspicios  de  la  Sociedad 
Puertorriqueña  de  Gastroenterología  y la  Asociación  Inter- 
americana  de  Gastroenterología. 


tantes  de  los  procesos  de  infección  intestinal  que  nos 
ocupan. 

En  esta  oportunidad,  por  lo  tanto,  la  discusión  del 
tema  girará  alrededor  de  los  conocimientos  actuales 
relativos  al  efecto  de  los  procesos  diarreicos  y del 
parasitismo  intestinal  sobre  la  nutrición,  así  como 
los  referentes  al  efecto  de  las  deficiencias  nutricionales 
sobre  las  funciones  digestivas.  Nos  limitaremos  en  este 
caso  a la  desnutrición  proteínico-calórica,  porque  entre 
las  entidades  nosológicas  que  producen  trastornos  di- 
gestivos de  importancia,  es  la  de  mayor  prevalencia 
en  los  países  de  esta  región. 

En  nuestro  enfoque  del  tema,  nos  circunscribi- 
remos también  a los  trastornos  del  tracto  gastro- 
intestinal propiamente  dicho  y,  en  términos  de  fun- 
ciones, principalmente  a las  de  absorción.  En  otras 
palabras,  no  intentaremos  cubrir  problemas  como  los 
que  implican  las  alteraciones  pancreáticas  y del  hígado, 
ni  otras  que  también  podrían  abordarse  desde  este 
punto  de  vista. 

Efectos  de  los  Trastornos  Digestivos  Sobre  el 
Estado  Nutricional 

Procesos  Diarreicos 

Uno  de  los  problemas  más  serios  de  salud  que  en- 
frenta la  población  infantil  en  la  mayoría  de  los  países 
del  Continente  son  los  procesos  diarreicos.  Si  el 
problema  se  expresa  en  términos  de  mortalidad,  en- 
contramos que  en  13  de  21  países  de  la  Región  de  las 
Américas  en  los  cuales  pudo  recabarse  información, 
estos  procesos  constituyen  la  primera  causa  de  muerte 
en  los  niños  de  1 a 4 años  de  edad,  figurando  en  las 
estadísticas  de  todos  estos  países  entre  las  cinco  pri- 
meras causas  de  muerte.  Basta  señalar  que  la  tasa 
de  mortalidad  específica  por  enfermedades  diarreicas 
en  niños  de  1 a 4 años  de  edad,  por  100,000  habitantes, 
es  de  2.8  para  los  Estados  Unidos  de  América  y Canadá, 
mientras  que  en  la  mayoría  de  los  países  de  América 
Latina  ese  índice  asciende  a más  de  100,  sobrepasando 
la  cifra  de  500  por  100,000  habitantes  en  Guatemala 
(!)• 
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TABLA  I:  TASA  DE  EPISODIOS  AGUDOS  DE  ENFERMEDAD  DIARREICA, 
POR  100  PERSONAS,  POR  AÑO  Y POR  EDAD,  EN  CUATRO  COMUNI- 
DADES RURALES  DE  GUATEMALA,  1956  - 1959 


Grupo  etario 

Número  de  personas 

Ca  sos  de  diarrea 

Tasa  de  ataques  (casos/año/ 100) 

0-5  meses 

92 

43 

46.7 

6-11  meses 

79 

87 

110.7 

1 año 

135 

162 

120.0 

2 años 

122 

129 

105.7 

3 años 

119 

66 

55.4 

4-6  años 

406 

86 

21.2 

7-14  años 

839 

69 

8.2 

15  o más  años 

2,390 

109 

4.6 

Total  — todas  las  edades 

4,182 

751 

18.0 

Lamentablemente,  existe  muy  poca  información  en 
lo  que  respecta  a morbilidad  por  procesos  diarreicos 

en  la  población  general.  En  el  curso  de  un  estudio 

que  abarcó  cuatro  comunidades  rurales  del  altiplano 
de  Guatemala,  se  recabaron  datos  de  esta  naturaleza 
durante  cuatro  años  consecutivos  (2),  encontrándose 
las  cifras  que  se  indican  en  la  Tabla  I.  Según  se 
aprecia,  las  tasas  de  ataque  son  relativamente  bajas 
en  el  primer  semestre  de  vida,  ascienden  rápidamente 
en  el  segundo  semestre  del  primer  año  y alcanzan 

los  valores  más  altos  en  el  segundo  año  de  vida, 

para  luego  descender  a partir  del  cuarto  año.  Las 
tasas  para  el  período  comprendido  entre  los  6 meses 
y 3 años  de  edad  indican  que  — como  promedio  — 
estos  niños  sufren  por  lo  menos  un  episodio  de  diarrea 
por  año.  Observaciones  posteriores  revelan  que  en 
estas  comunidades  la  enfermedad  diarreica  ocurre  en 
forma  endémica,  con  brotes  epidémicos  de  varios  meses 
de  duración  que  se  suscitan  cada  3 o 4 años.  Durante 
estos  períodos  las  cifras  de  incidencia  anotadas  se  tri- 
plican o cuadruplican. 

Se  ha  podido  constatar  asimismo,  que  la  incidencia 
de  estos  procesos  diarreicos  por  grupos  de  edad,  guarda 
correlación  con  las  prácticas  de  alimentación  de  los 
niños.  Así,  las  tasas  más  altas  coinciden  con  el  período 
en  que  los  niños  pasan  progresivamente  de  la  alimenta- 
ción exclusiva  al  seno  materno,  a la  alimentación  habi- 
tual de  la  familia. 

La  enfermedad  diarreica,  tan  común  en  este  período 
de  vida,  ha  sido  descrita  epidemiológicamente  como 
una  entidad  con  el  nombre  de  “Diarrea  del  Destete”  (3). 

Otras  características  epidemiológicas  sugieren  que 
estos  procesos  son  de  origen  infeccioso.  Sin  embargo, 


mediante  una  serie  de  estudios  prospectivos  que  el 
Instituto  de  Nutrición  de  Centro  América  y Panamá 
ha  llevado  a cabo  en  niños  sometidos  a cuidadosa  y 
continua  observación  a partir  del  nacimiento  y en 
condiciones  normales  de  vida,  aún  no  ha  podido  llegar- 
se a conclusiones  definitivas  en  cuanto  a los  posibles 
agentes  responsables  de  estos  procesos  diarreicos  (4). 
En  uno  de  esos  estudios,  por  ejemplo,  los  organismos 
del  género  Shigella  son  los  que  más  frecuentemente  se 
encontraron  asociados  con  la  enfermedad  diarreica,  par- 
ticularmente durante  los  brotes  epidémicos  (5);  no 
obstante,  como  lo  ilustra  la  Tabla  II,  la  frecuencia 
de  esta  asociación  varió  con  la  edad  del  niño.  El 
examen  de  los  datos  indica  que  durante  el  primer 
año  de  vida  sólo  una  pequeña  proporción  de  todos 
los  casos  de  diarrea  observados  se  presentó  asociada  con 
Shigella.  En  realidad,  en  este  grupo  etario  la  frecuencia 
de  infección  con  Shigella  es  menor  de  la  que  se  encuen- 
tra en  la  población  general  sana  de  las  mismas  comuni- 
dades. Esa  asociación  aumenta  con  la  edad,  de  manera 
que  ya  hacia  los  3 años, en  casi  la  mitad  de  los  casos  de 
diarrea  se  encuentran  microorganismos  del  género  Shige- 
lla. Se  comprobó  asimismo  que  durante  los  episodios 
de  diarrea  la  frecuencia  de  excreción  de  virus  del  grupo 
Coxsackie  era  mayor  que  en  los  períodos  en  que  los 
niños  gozaban  de  buena  salud  (4).  Concretamente,  sin 
embargo,  no  ha  sido  posible  establecer  a ciencia  cierta 
el  papel  etiológico  que  éstos  u otros  microorganismos 
puedan  tener  en  relación  con  los  procesos  diarreicos. 
C1  ínica  y epidemiológicamente  no  pudo  identificarse 
diferencia  alguna  entre  los  procesos  diarreicos  asociados 
a determinado  organismo  enteropatógeno,  y aquellos 
en  los  que  no  se  pudo  aislar  ninguno.  Se  espera  que 
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TABLA  II:  INCIDENCIA  DE  DIARREA  ASOCIADA  Y NO  ASOCIADA  CON 
SHIGELLA  EN  NIÑOS  ESTUDIADOS  LONGITUDINALMENTE,  DESDE 
SU  NACIMIENTO  HASTA  LOS  3 AÑOS  DE  EDAD  - SANTA 
MARIA  CAUQUE,  GUATEMALA  * 


Diarrea  Porcentaje  de  diarreas 


Edad  (semanas) 

No.  de  niños 

Con  Shigella 

Sin  Shigella 

asociado  a Shigella 

0-  25 

81 

1(0.06)** 

86  (4.8) 

1.2 

26-  51 

65 

11(0.7) 

109(7.1) 

9.2 

52-  77 

52 

20(1.7) 

85(7.1) 

19.0 

78-103 

42 

32(3.4) 

50(5.3) 

39.0 

104-129 

26 

15(2.7) 

21(3.8) 

41.6 

130-155 

12 

10(4.0) 

8(3.2) 

55.5 

* Adaptado  de  Mata  et  al  (5). 

**  Número  de  casos. 

Las  cifras  entre  paréntesis  representan  las  tasas  por  100  semanas-niño. 

TABLA  III:  FLORA  FECAL  EN  NIÑOS  DE  1 A 2 AÑOS  DE  EDAD  CON 

DIARREA  SEVERA 

- SANTA  MARIA  CAUQUE,  GUATEMALA 

Grupo  de  bacterias 

10  niños  sanos 

10 

niños  con  diarrea  * 

Anaerobias,  total 

11.5  ** 

8.3 

(10-12) 

(<  8-10)  *** 

Bifidobac  tenas 

11.2 

(10-12) 

(<  8-10)  **** 

Aerobias,  total 

9.2 

9.7 

(6-9) 

(8-11) 

Enterobacteriáceas 

9.2 

9.4 

(6-11) 

(8-11) 

* Muestras  recolectadas  de  1 a 3 días  después  de  presentarse  la  diarrea. 

**  Promedio  (logia)  de  recuento  de  bacterias.  Las  cifras  entre  paréntesis  indican  la  amplitud  de  variación  de  los  recuentos. 
***  Un  niño  mostró  menos  de  10 8 anaerobias  por  gramo  de  heces. 

****  Cinco  niños  acusaron  menos  de  1 08 bifidobacterias  por  gramo  de  heces. 


un  análisis  más  a fondo  de  las  observaciones  longitu- 
dinales en  referencia  arroje  alguna  luz  que  ayude  a 
esclarecer  este  importante  problema. 

Otra  posibilidad  que  se  ha  considerado  para  ex- 
plicar la  etiología  de  los  procesos  diarreicos,  es  la 
de  que  ocurra  un  cambio  en  la  microbiota  indígena, 
formada  por  microorganismos  que  habitualmente  no 
son  patógenos;  este  cambio  puede  ser  en  términos 
de  la  proporción  relativa  de  sus  diferentes  componen- 
tes, o bien  en  cuanto  a su  localización.  En  efecto, 
en  los  estudios  a que  nos  referimos  se  observó  que 
durante  los  procesos  diarreicos  severos  el  número 


de  anaerobios  cultivables  disminuía  ostensiblemente, 
mientras  que  las  bacterias  Gram  negativo  facultativas 
aumentaban  (Tabla  111).  Naturalmente,  queda  por 
dilucidar  la  interrogante  de  si  estos  cambios  pueden 
estar  condicionando  el  proceso  diarreico,  o si  más 
bien  son  una  consecuencia  del  mismo.  Existen  tam- 
bién ciert&s  observaciones  sugerentes  de  que  durante 
estos  procesos,  particularmente  en  los  niños  desnutri- 
dos, se  encuentra  una  alta  infección  bacteriana  hasta 
el  nivel  del  yeyuno  (6).  Esta  situación  es  similar 
a la  descrita  en  el  síndrome  del  asa  ciega  y en  pacientes 
con  sprue  y otros  síndromes  de  malabsorción.  En 
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estos  momentos,  por  cierto,  se  adelantan  en  el  INC  Al* 
estudios  para  investigar  si  esta  situación  puede  explicar 
los  procesos  diarreicos  del  niño  desnutrido,  que  general- 
mente son  de  naturaleza  "no  específica”,  y que  se 
corrigen  sin  tratamiento  especial  cuando  su  situación 
nutricional  mejora  como  resultado  del  tratamiento 
dietético. 

Tal  y como  más  adelante  se  comenta,  existe  eviden- 
cia de  que  la  dieta  y el  estado  nutricional  del  niño  son 
factores  que  afectan  la  frecuencia  y naturaleza  de  los 
procesos  diarreicos.  Sin  embargo,  permítasenos  señalar 
antes  el  efecto  nocivo  que  la  enfermedad  diarreica 
ejerce  sobre  el  estado  nutricional. 

Existen  por  lo  menos  tres  mecanismos  a través  de 
los  cuales  tales  procesos  influyen  desfavorablemente 
sobre  la  nutrición.  Estos  son:  en  primer  lugar,  una 
disminución  de  la  ingesta  como  consecuencia  de  la 
anorexia  que  forma  parte  del  cuadro  clínico  en  sí, 
pero  que,  en  el  caso  de  nuestras  poblaciones  y en 
forma  probablemente  más  importante  aún,  es  el  re- 
sultado de  factores  de  naturaleza  sociocultural,  ya 
que  constituye  una  reducción  intencionada  de  la  ali- 
mentación por  parte  de  los  padres,  debida  al  temor 
de  que  ésta  agrave  la  diarrea;  dicha  situación  a menudo 
es  provocada  por  recomendaciones  médicas.  La  reduc- 
ción de  la  ingesta  es  no  sólo  cuantitativa  sino  también 
cualitativa,  ya  que  por  largos  períodos  de  tiempo  se 
excluyen  de  la  dieta  del  niño  los  alimentos  más  nutri- 
tivos, sobre  todo  aquéllos  que  son  fuentes  de  proteínas, 
lo  cual  es  todavía  de  mayor  trascendencia.  El  resultado 
es  que,  con  frecuencia,  esa  dieta  induce  un  daño  mayor 
que  la  propia  enfermedad. 

Como  segundo  mecanismo  cabe  citar  un  descenso 
en  la  capacidad  de  absorción,  que  es  el  resultado  de  un 
tránsito  intestinal  acelerado  y,  finalmente,  la  producción 
de  pérdidas  exageradas  de  nutrientes.  Por  la  importancia 
que  tiene  para  nuestras  poblaciones,  entre  éstas  debe 
señalarse  particularmente  la  pérdida  acentuada  de  calo- 
rías y proteínas.  Efectivamente,  como  consecuencia 
de  un  incremento  del  catabolismo  que  acompaña  a 
todos  los  procesos  infecciosos,  se  observa  una  mayor 
excreción  de  nitrógeno,  tanto  por  las  heces  como  por 
la  orina;  el  resultado  es  que  el  niño  entra  en  un  balance 
negativo  de  nitrógeno,  hecho  que  ha  sido  comprobado 
experimentalmente  en  estudios  metabólicos  (7). 

Cuando  se  trata  de  niños  bien  nutridos,  un  proceso 
diarreico  ocasional,  generalmente  de  corta  duración,  no 
llega  a causar  daños  de  importancia.  Pero  la  situación 
es  distinta  para  aquéllos  que  viven  en  un  estado  de 
equilibrio  inestable,  adaptándose  con  grandes  sacri- 
ficios biológicos  a una  dieta  insuficiente  e inadecuada, 


y en  quienes  estos  procesos  diarreicos  son  más  fre- 
cuentes y de  larga  duración.  En  estas  condiciones 
las  enfermedades  diarreicas  sí  constituyen  un  factor 
de  importancia  como  contribuyentes  a la  desnutrición. 

Parasitismo  Intestinal 

Si  ahora  analizamos  el  efecto  de  los  parásitos  intesti- 
nales sobre  el  estado  nutricional  del  huésped,  encontra- 
mos que  si  bien  en  la  literatura  existe  mucha  informa- 
ción al  respecto,  ésta  no  es  definitivamente  concluyente 
y algunas  veces,  hasta  contradictoria. 

Sobre  bases  puramente  epidemiológicas  o de  obser- 
vación clínica,  un  gran  número  de  autores  manifiestan 
que  las  infecciones  por  helmintos  intestinales  son  un  fac- 
tor precipitante  de  síndromes  de  desnutrición  severa 
en  niños  (8). 

Los  estudios  experimentales  directos  efectuados  para 
probar  esta  hipótesis  son  contradictorios.  Por  ejemplo, 
mientras  que  algunos  autores  como  Bray  (9)  afirman 
que  en  niños  con  infecciones  por  Ascaris  y uncinaria 
no  pudieron  observar  diferencias  en  el  nitrógeno  fecal 
antes  y después  de  someterlos  a tratamiento  anti- 
parasitario, otros  investigadores,  entre  ellos  Venkata- 
chalam  y Patwardhan  (10)  notifican  pérdidas  exagera- 
das de  nitrógeno  fecal  en  niños  infectados  con  Ascaris, 

las  cuales  atribuyen  a “ una  aceleración  del 

tránsito  intestinal,  a bloqueo  mecánico  y a daño  de  la 
mucosa”.  Se  ha  informado  también  que  los  Ascaris 
segregan  una  enzima,  la  “ascarosa”  que,  in  vitro, 
manifiesta  un  efecto  inhibidor  sobre  la  pepsina  y que, 
in  vivo,  disminuye  la  capacidad  de  absorción  intestinal. 
Nuestras  experiencias  en  el  INCAP  indican  que  las 
infecciones  por  parásitos  intestinales  sólo  producen 
un  efecto  franco  de  pérdidas  exageradas  de  nitrógeno, 
detectables  en  un  período  corto  de  observación,  cuando 
se  trata  de  infecciones  severas.  Por  otro  lado,  en 
estudios  de  balance  de  nitrógeno  se  ha  observado  que 
en  niños  desnutridos  cuyas  “reservas  de  proteínas”  están 
agotadas,  los  procesos  infecciosos  en  general  producen 
menores  pérdidas  de  nitrógeno  de  las  que  se  observan 
en  esas  circunstancias  en  niños  bien  nutridos.  Sin 
embargo,  aun  cuando  en  el  niño  desnutrido  estas  pér- 
didas son  menores  en  términos  absolutos,  en  realidad 
tienen  mayor  trascendencia  porque  afectan  no  sólo 
las  proteínas  lábiles  o “de  reserva”  como  sucede  en 
el  caso  del  niño  bien  nutrido,  sino  también  los  com- 
puestos proteínicos  estructurales  o metabólicos  fun- 
cionalmente más  importantes.  Además,  el  efecto 
más  notorio  de  pérdidas  de  nitrógeno  debidas  a pro- 
cesos infecciosos,  se  observa  en  el  nitrógeno  urinario 
y no  en  el  nitrógeno  fecal.  Estos  son  aspectos  que 
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en  nuestro  criterio  no  han  sido  debidamente  considera- 
dos en  los  estudios  que  se  han  realizado  sobre  los 
efectos  del  parasitismo  intestinal. 

El  efecto  expoliador  de  las  uncinanas,  particular- 
mente sobre  el  hierro,  es  bien  conocido,  y ha  sido 
estudiado  en  forma  muy  cuidadosa,  sobre  todo  en  el  Ins- 
tituto Venezolano  de  Investigaciones  Científicas  (IVIC) 
(11).  Es  indiscutible  el  papel  de  estas  parasitosis  como 
contribuyentes  a la  etiología  de  las  anemias  ferroprivas 
comunes  en  las  regiones  tropicales.  No  obstante,  existen 
otros  factores  tales  como  pérdidas  exageradas  de  hierro 
por  el  sudor  y problemas  de  absorción  del  hierro  de 
los  alimentos  que  no  han  sido  investigados  con  igual 
atención  y que,  estimamos,  requieren  mayor  estudio. 
Por  otra  parte,  hay  pruebas  de  que  la  infección  por 
Strongyloides  también  puede  alterar  la  absorción  in- 
testinal (12). 

Dentro  de  los  protozoos,  las  giardias  han  sido  fre- 
cuentemente incriminadas  como  responsables  de  re- 
ducir la  absorción  intestinal.  De  nuevo,  en  este  caso 
tampoco  existe  consenso  unánime  entre  los  diferentes 
investigadores,  y en  nuestra  opinión,  una  vez  mas  se 
trata  de  un  problema  de  intensidad  de  la  infección. 
Por  supuesto,  como  en  todo  proceso  mórbido,  tam- 
poco es  factible  explicar  la  etiología  sólo  en  base 
de  un  agente  específico.  De  acuerdo  con  el  concepto 
actual  de  multicausalidad  de  la  enfermedad,  deben 
tenerse  en  cuenta,  además,  otros  factores  propios 
del  huésped  y del  ambiente. 

En  síntesis,  creemos  posible  concluir  que  las  in- 
fecciones por  parasitos  intestinales  sí  tienen  un  efecto 
nocivo  sobre  el  estado  nutricional  del  huésped,  sobre 
todo  si  se  trata  de  infecciones  severas  y éstas  se  presen- 
tan en  poblaciones  subalimentadas.  Nos  parece,  sin 
embargo,  que  este  concepto  se  ha  exagerado  y que,  en 
términos  nutricionales,  en  los  grupos  de  población  bien 
alimentados  las  infecciones  leves  o incluso  moderadas 
no  tienen  mayor  trascendencia.  El  temor  exagerado 
a los  parasitos  puede  conducir  incluso  a prácticas  per- 
judiciales; observamos,  por  ejemplo,  que  debido  a este 
temor,  con  frecuencia  se  somete  a los  niños  a drásticos 
tratamientos  de  desparasitación,  generalmente  seguidos 
de  dietas  severas.  La  aplicación  de  esta  medida  real- 
mente induce  mucho  mayor  daño  nutricional  del  que 
los  parásitos  podrían  producir  por  sí  mismos. 

Efectos  de  la  Dieta  y del  Estado  Nutricional 
sobre  las  Funciones  Digestivas 

Antes  de  analizar  el  efecto  que  el  estado  nutricional 
del  huésped  ejerce  sobre  las  funciones  digestivas,  es- 
timamos pertinente  considerar  en  primer  término,  el 


posible  efecto  de  la  dieta. 

Uno  de  los  ejemplos  más  claros  en  este  sentido  y que 
desde  el  punto  de  vista  de  la  salud  pública  es  de  enorme 
significado  para  las  poblaciones  de  América  Latina,  son 
las  diferencias  cjue  se  observan  entre  los  niños  alimen- 
tados al  seno  materno,  y aquéllos  que  reciben  alimenta- 
ción artificial  a base  de  productos  de  leche  de  vaca. 

El  hecho  de  que  los  niños  alimentados  al  seno 
materno  desarrollan  una  flora  intestinal  distinta  a la 
de  los  alimentados  artificialmente  no  es  un  aconteci- 
miento nuevo,  ya  que  los  informes  a ese  particular 
datan  desde  hace  tiempo  (13);  en  los  primeros,  pre- 
dominan las  bifidobacterias  y tienen  una  población 
menor  de  bacterias  facultativas.  Los  estudios  longi- 
tudinales desarrollados  por  Mata  en  el  INCAP  (6) 
han  confirmado  estas  observaciones  en  grupos  de  po- 
blación que  viven  bajo  condiciones  higiénicas  muy 
inadecuadas.  Tal  como  lo  ilustra  la  labia  IV,  dichas 
investigaciones  han  demostrado,  además,  el  cambio 
progresivo  que  se  observa  en  la  flora  bacteriana  del 
intestino  del  niño,  a medida  que  éste  pasa  del  seno 
materno  a una  dieta  mixta. 

En  nuestro  concepto,  este  fenómeno,  es  decir,  el 
hecho  de  que  el  niño  alimentado  al  seno  materno 
tenga  una  flora  intestinal  característica,  es  de  enonne 
importancia  para  las  poblaciones  que  viven  en  un 
ambiente  insalubre  y sujetas  a dietas  nutricionalmente 
deficitarias.  Se  ha  podido  comprobar  que  no  solo 
es  menor  la  frecuencia  y severidad  de  los  procesos 
diarreicos  mientras  el  niño  está  siendo  alimentado 
exclusivamente  al  seno  materno,  sino  que  incluso, 
si  en  ellos  se  presentan  infecciones  por  microorganis- 
mos patógenos  — Shigella  y Entamoaeba  histolytica  - 
éstas  no  pasan  de  ser  infecciones  de  corta  duración 
que  frecuentemente  no  llegan  a convertirse  en  enfer- 
medad (5).  Si  bien  es  cierto  que  otros  factores  tales 
como  la  inmunidad  pasiva  que  el  niño  hereda  de  la 
madre  y la  presencia  de  substancias  antibactenanas 
en  el  calostro  y la  leche  materna  podrían  explicar 
en  parte  esta  situación  — lo  que  aún  no  está  com- 
probado — es  nuestro  criterio  que  las  condiciones 
creadas  por  la  flora  intestinal  desempeñan  un  papel 
fundamental  como  mecanismo  de  defensa  en  contra 
de  las  infecciones  por  microorganismos  enteropato- 
genos. 

En  los  niños  de  más  edad  alimentados  con  una  dieta 
rica  en  carbohidratos  y pobre  en  proteínas,  también 
se  observan  procesos  diarreicos  generalmente  crónicos 
que  se  corrigen  sin  tratamiento  específico,  con  solo 
administrarles  una  dieta  adecuada. 

En  lo  referente  al  estado  nutricional  per  se,  de 
nuevo  las  observaciones  epidemiológicas  indican  que 
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TABLA  IV:  FLORA  BACTERIANA  FECAL  EN  NIÑOS  ALIMENTADOS  AL  SENO 
MATERNO  Y EN  ADULTOS  — SANTA  MARIA  CAUQUE,  GUATEMALA 


Grupo  de  bacterias 

i: 

5-8 

2 niños  alimentados  al  seno  materno 
i Edad  (semanas) 

13-16  21-24  45-48 

12  niños  destetados 
^2  a 3 años  de  edad) 

12  adultos  * 

( 13  a 37  años  de  edad) 

Bifidobacterias 

11.1  ** 

11.4 

11.6 

11.0 

10.6 

9.4 

(31/31)***  (24/24) 

(22/23) 

(13/13) 

(12/12) 

(9/12) 

Bacteroides 

9.6 

10.3 

10.2 

9.9 

9.2 

10.3 

(6/31) 

(6/24) 

(11/23) 

(10/13) 

(10/12) 

(12/12) 

Anaerobias,  total 

11.5 

11.6 

11.6 

11.2 

11.0 

10.5 

Aerobias,  total 

8.0 

8.8 

9.2 

9.3 

9.0 

8.8 

Razón  de  anaerobias 

3160 

630 

250 

79  _ 

100 

50_ 

aerobias 

1 

1 

1 

1 

1 

1 

Anaerobias,  por  ciento 

del  total  de  la  flora 

cultivable 

>99.9 

>99.8 

99.7 

98.8 

99 

98 

* Información  adaptada  de  Mata,  L.  J.  (6). 

**  Promedio  log\ o de  recuentos  de  bacterias  por  gramo  de  heces  frescas. 


TABLA  V:  CASOS  DE  DIARREA  SEVERA  POR  GRADO  DE  DESNUTRICION, 
ENTRE  NIÑOS  MENORES  DE  CINCO  AÑOS  DE  EDAD  - SANTA  MARIA 
CAUQUE,  GUATEMALA,  FEBRERO  DE  1961  A JUNIO  DE  1962 


Desnutrición 

Casos  de  diarrea  aguda 

No. 

Casos  graves 

Por  ciento 

Ninguno 

35 

8 

22.9 

1er  grado 

172 

65 

37.8 

2do  grado 

254 

74 

29.1 

3er  grado 

35 

14 

40.0 

Desnutrición  - todos  los  grados 

461 

153 

33.2 

Tomado  de:  Gordon  et  al  (2). 


los  procesos  iliarreicos  severos  son  más  corrientes  en 
niños  mal  nutridos  que  en  niños  bien  nutridos  (Tabla 

V). 

La  observación  de  que  la  diarrea  se  presenta  corrien- 
temente como  un  síntoma  de  malnutrición  proteínico- 
calórica  severa  ha  sido  notificada  por  muchos  investi- 
gadores, y confirmada  por  nuestra  propia  experiencia 
(14).  Aun  en  aquellos  casos  en  que  esa  diarrea  no  es 
catalogada  como  tal  desde  el  punto  de  vista  clínico, 
se  constata  siempre  un  franco  incremento  en  el  volu- 


men de  materias  fecales;  este  fenómeno  se  relaciona 
con  las  alteraciones  de  absorción  intestinal,  tema  del 
que  nos  ocuparemos  seguidamente. 

Varios  son  los  autores  que,  efectivamente,  han  ob- 
servado esteatorrea  y un  descenso  en  la  absorción  de 
grasas  en  niños  con  desnutrición  proteínica-calórica 
(15).  A través  de  estudios  llevados  a cabo  en  el  INCAP 
en  niños  con  desnutrición  proteínico-calórica  severa, 
Arroyave  y colaboradores  (16)  comprobaron  que,  a su 
ingreso  al  hospital,  estos  niños  no  absorbían  vitamina  A 
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en  forma  de  palmitato;  dicha  absorción  era  mejor  al 
administrarles  la  vitamina  en  forma  de  alcohol,  y fue 
normal  cuando  se  utilizaron  preparaciones  hidromisci- 
bles  de  acetato  de  vitamina  A.  Esta  alteración  se 
corrigió  aparentemente  tan  sólo  en  el  término  de  3 a 
5 días  de  tratamiento  adecuado,  constatándose  que  las 
curvas  de  absorción  se  encontraban  ya  dentro  de  los 
límites  considerados  como  normales. 

Recientemente,  Viteri  y colaboradores  (17)  a través 
de  estudios  realizados  también  en  el  INCAP  con  trio- 
leína  o ácido  oleico  purificados  y marcados  con  I131, 
lograron  demostrar  que  a su  admisión  al  hospital,  los 
niños  con  desnutrición  proteínico-calórica  severa  pre- 
sentan un  franco  descenso  en  su  capacidad  de  absorber 
tanto  triglicéridos  como  ácidos  grasos  libres  (Fig.  1). 
Esta  alteración  guarda  correlación  con  el  grado  de 
severidad  de  deficiencia  proteínica  y se  recupera  len- 
tamente en  forma  paralela  a la  repleción  de  proteínas, 
alcanzando  valores  normales  sólo  2 a 3 meses  después 
de  administrárseles  tratamiento  dietético  adecuado.  Co- 
mo lo  revela  la  Figura  2,  se  encontró  que,  en  realidad, 
existe  una  buena  correlación  entre  la  grasa  fecal  y el 
grado  de  deficiencia  proteínica  evaluado  por  el  Indice 
de  Creatinina/Talla  (ICT). 

Con  respecto  a la  absorción  de  azúcares  (17),  los 
mismos  investigadores  encontraron  que  cuando  se  mide 
la  velocidad  de  absorción  de  D-glucosa,  es  decir,  cuando 
el  incremento  de  glucemia  después  de  una  carga  oral 
se  corrige  por  la  velocidad  de  desaparición  de  este 
monosacárido  del  torrente  circulatorio,  los  resultados 
son  bastante  similares  a los  que  se  obtienen  en  el  caso 
de  las  grasas  (Fig.  3).  Este  hecho  es  de  interés  puesto 
que  ambos  productos  se  absorben  por  mecanismos 
complejos,  el  uno  de  transporte  activo,  y el  otro,  de 
reesterificación.  En  cambio,  la  absorción  de  D-xilosa 
que  se  lleva  a cabo  por  difusión  facilitada,  únicamente 
acusa  alteraciones  en  los  primeros  días  de  hospitaliza- 
ción, ya  que  alrededor  del  décimo  día  de  haberse 
iniciado  el  tratamiento,  los  valores  recobran  su  nor- 
malidad. 

Conviene  señalar  asimismo  que  varios  autores  dan 
cuenta  de  deficiencia  de  lactasa,  tanto  en  niños  desnu- 
tridos como  en  los  que  sufren  de  procesos  diarreicos 
(18);  esto  significa  que  en  ambos  casos  la  tolerancia 
a la  lactosa  es  limitada,  lo  que  debe  tenerse  en  cuenta 
al  instaurar  su  tratamiento  dietético. 

Los  estudios  de  absorción  aparente  de  proteínas 
(17),  esto  es,  sin  corregir  por  el  nitrógeno  fecal 
endógeno,  muestran  que  a su  ingreso  al  hospital,  los 
niños  con  desnutrición  severa  tienen  una  absorción 
menor  cuando  ésta  se  mide  a niveles  muy  bajos  de 
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Fig.  1:  Prueba  de  absorción  de  Trioleina  I y Acido 
Oleico  Z131.  Radioactividad  fecal  en  niños  con  M.  P.  C. 
antes  y después  de  ser  tratados. 


© RAZON  DE  CREATININA  EN  BASE  A CREATININA  URINARIA. 

MES  Y MEDIO  DESPUES  OE  LA  PRUEBA 
13  NIÑO  CON  MALA  ABSORCION  PROBABLE  OE  OTRA  ETIOLOGIA 
<¡>  NIÑO  HERMANO  DEL  ANTERIOR 
* NIÑO  CON  LARGA  HISTORIA  DE  DIARREA 

+ UNICO  NIÑO  CON  HISTORIA  PREVIA  DE  DPC  SEVERA  EN  196? 


Fig.  2:  Correlación  entre  absorción  de  grasa  e índice  de 
creatinina/ talla  en  niños  con  distinto  grado  de  desnutrición 
proteínico-calórica. 


ingesta  (0.7  g/kg/ día),  mientras  que  si  se  mide  a niveles 
adecuados  de  ingesta  proteínica  (2  g/ kg/ día),  esa  dife- 
rencia desaparece.  Es  muy  posible  que  ello  se  deba  a 
que  cuando  los  niveles  de  ingesta  son  muy  bajos  la 
excreción  fecal  de  nitrógeno  está  en  su  mayor  parte 
constituida  por  nitrógeno  endógeno,  el  cual  se  ha 
encontrado  aumentado  en  niños  desnutridos.  La  alta 
retención  de  nitrógeno  que  estos  niños  depletados 
presentan,  y su  buena  tolerancia  a fuentes  adecuadas 
de  proteínas  cuya  administración  mejora  la  capacidad 
de  absorción  de  otros  nutrientes  sugiere  que,  en  rea- 
lidad, no  tienen  ningún  problema  serio  para  digerir 
y absorber  proteínas  de  alto  valor  biológico. 

En  la  actualidad  el  INCAP  está  llevando  a cabo 
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* Corregidos  por  la  velocidad  de  desaparición  de 
glucosa  de  la  sangre,  después  de  una  carga  en- 
dovenosa. 

Fig.  3:  Cambios  en  las  concentraciones  de  glucosa  en 

sangre,  sesenta  minutos  después  de  una  carga  oral*. 

varios  estudios  con  miras  a determinar  los  posibles 
mecanismos  fisiopatológicos  de  estos  trastornos  de 
absorción  que  se  observan  en  la  desnutrición,  parti- 
cularmente en  relación  con  las  grasas,  d ales  estudios 
incluyen,  entre  otros,  una  evaluación  histológica  de 
la  mucosa  intestinal.  Esta  se  estimó  necesaria  en  vista 
de  que,  efectivamente,  en  pacientes  desnutridos  se  han 
observado  cambios  de  severidad  variable  en  la  mucosa 
del  intestino  delgado  proximal  (19,  20).  Sin  embargo, 
opinamos  que  aún  no  se  ha  llegado  a establecer  a ciencia 
cierta  la  relación  entre  estas  alteraciones  y la  malabsor- 
ción  que  se  observa  en  dichos  pacientes,  o entre  tales 
trastornos  y la  desnutrición  propiamente  dicha. 

Las  alteraciones  histológicas  en  referencia  no  sólo 
afectan  la  apariencia  macroscópica  y organización  de 
las  vellosidades  intestinales,  sino  también  el  epitelio  y 
elementos  mesenquimatosos  de  la  lamina  propria.  Di- 
versos investigadores  han  encontrado  un  número  au- 
mentado de  vellosidades  gruesas  y de  otras  en  forma 
de  lomo  de  tortuga,  que  le  dan  a la  mucosa  intestinal 
un  aspecto  cerebroide,  el  cual  se  aprecia  claramente 
cuando  se  observa  bajo  el  microscopio  de  disección. 
Histológicamente,  otros  autores  han  encontrado  atrofia 
de  la  mucosa  intestinal  y de  las  vellosidades,  pérdida 
del  ordenamiento  de  los  núcleos  de  las  células  epite- 
liales y un  infiltrado  celular  aumentado  en  el  epitelio 
y lamina  propria.  Dicho  infiltrado  está  formado  pre- 
dominantemente por  células  plasmáticas  y linfocitos. 

Ajeno  a las  alteraciones  morfológicas,  se  informa 


sobre  concentraciones  muy  bajas  de  disacaridasas  en 
biopsias  yeyunales  obtenidas  de  niños  y adultos  des- 
nutridos (21). 

Según  se  mencionó,  todavía  se  ignora  el  significado 
y la  naturaleza  de  los  cambios  observados  en  la  mucosa 
intestinal  del  niño  y del  adulto  desnutridos. 

Respecto  a la  apariencia  estereoscópica  e histológica 
en  general,  se  ha  señalado  que  aunque  menos  severos, 

estos  cambios  son  semejantes  a algunos  de  los  que  se 
observan  en  el  sprue  tropical  y en  la  enfermedad  ce- 
líaca.  Sin  embargo,  es  de  sumo  interés  el  hecho  de 
que  en  algunos  países  de  Asia  y Africa  también  se  han 
encontrado  cambios  bastantes  similares  en  adultos  que 
no  presentaban  evidencias  de  desnutrición  y cuya  ab- 
sorción intestinal  era  normal,  o bien  acusaba  sólo 
ligeros  trastornos  (22,  23).  Observaciones  de  esta 
índole  parecen  sugerir  que  los  cambios  en  cuestión 
no  son,  pues,  específicos  de  la  desnutrición,  sino  que 
más  bien  se  deben  a que  la  mucosa  intestinal  reacciona 
en  forma  similar  ante  distintas  noxas. 

Los  trabajos  que  Schneider  y colaboradores  están 
llevando  a cabo  en  el  INCAP  han  demostrado  que  el 
aspecto  cerebroide  de  la  mucosa  del  intestino  delgado 
proximal  de  niños  desnutridos  estudiados  en  el  Centro 
Clínico  del  Instituto,  no  cambia  cuando  ya  se  ha  alcan- 
zado una  recuperación  nutricional  completa,  incluyendo 
la  normalización  de  las  funciones  de  absorción.  Aún 
más,  el  aspecto  histológico  de  la  mucosa  intestinal  no 
parece  guardar  correlación  alguna  con  la  presencia  o 
grado  de  severidad  de  la  malabsorción  intestinal  ob- 
servada en  los  niños  desnutridos. 

Comentario 

En  conclusión,  consideramos  que  desde  el  punto  de 
vista  de  la  salud  pública,  el  estudio  de  la  interacción 
entre  los  trastornos  gastrointestinales  y las  deficiencias 
nutricionales  es  de  trascendental  importancia  para  gran- 
des sectores  de  la  población  latinoamericana,  que  viven 
en  un  ambiente  insalubre  y cuya  dieta  es  frecuentemen- 
te insúflemete  y desequilibrada. 

El  conocimiento  más  a fondo  de  los  verdaderos 
efectos  y consecuencias  de  esa  situación,  y de  los  me- 
canismos a través  de  los  cuales  tales  factores  actúan 
sobre  el  estado  de  salud  de  la  poblrción  cuando  se  pre- 
sentan simultáneamente  es,  en  primer  lugar,  de  gran 
interés  científico,  dado  que  puede  aportar  información 
fundamental  en  lo  que  respecta  a la  fisiología  del  tracto 
gastrointestinal  y los  requerimientos  nutricionales  bajo 
condiciones  ecológicas  diferentes.  Pero  además,  en 
términos  de  interés  práctico  inmediato,  esos  conocí- 
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mientos  tienen  enorme  importancia  como  medio  de 
orientación  en  cuanto  a la  fijación  de  prioridades  de  las 
acciones  que  se  requiere  para  corregir  los  serios  proble- 
mas de  salud  que  enfrentan  nuestras  poblaciones.  En 
particular,  debemos  tener  presentes  a los  niños  de  los 
sectores  menos  privilegiados,  que  son  precisamente 
los  mayoritarios,  y de  quienes  depende  en  gran  parte 
el  logro  de  esa  meta  común  que  todos  ansiamos  para 
nuestros  países:  la  superación  de  las  actuales  condi- 
ciones de  subdesarrollo. 
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MEDICAL  MALPRACTICE  LITIGATION 


S.  K.  Bronstein,  FACHA 


In  the  last  two  decades,  there  lias  been  an  ac- 
celeration of  claims  and  lawsuits  brought  against 
doctors,  hospitals,  nurses,  and  para-medical  personnel. 
We  no  longer  see  any  reluctance  on  the  part  of  the 
public  in  instituting  this  type  of  litigation.  As  a 
result,  we  have  much  clarification  and  refinement  of 
what  was  brought  to  he  rather  vague  principles  of 
law,  as  well  as  the  creation  of  new  law,  with  regard 
to  the  rights  of  patients,  and  the  duties  of  those  who 
would  render  services  and  treatment  to  them.  A re- 
view of  recently  decided  cases  will  vividly  point  up 
these  rights  and  duties. 

I.  CURE  NOT  GUARANTEED 

A physician  or  surgeon  is  not  a guarantor  of  the 
correctness  of  his  cure.  He  will  not  be  held  liable 
where  he  has  employed  reasonable  skill  and  care 
in  administering  proper  treatment  without  negligence, 
even  where  the  desired  results  do  not  ensue.  On  the 
other  hand,  a physician  or  surgeon  can  make  such 
guarantee,  and  if  he  does,  he  will  be  liable  for  the  bad 
result.  Since  it  is  unlikely  that  any  physician  or  surgeon 
would  so  specially  contract,  the  question  arises  as  to 
how  could  the  patient  prove  a case  on  this  theory. 
Simply  put,  all  the  patient  need  do  is  testify  that  the 
defendant  physician  or  surgeon  so  stated;  and  though 
the  defendant  will  deny  making  the  statement,  it  is 
still  a question  for  the  jury’s  determination.  As  a 
practical  matter,  nearly  all  instances  where  such  a 
theory  was  pursued  have  either  been  rejected  by  the 
jury,  or  the  words  of  “guarantee”  were  held  to  be,  as 
a matter  of  law,  less  than  that.  For  example:  Furr 
vs.  Herzmark,  206  F.  2d  468  (C.  A.  D.  C.  1953)  where 
the  jury  rejected  the  plaintiff’s  contention  that  the 
defendant  orthopedic  surgeon  had  guaranteed  to  effect 
a cur e,  Johnston  vs.  Rodis,  251  F.  2d  917  (C.  A.  D.  C. 
1958),  where  plaintiff  suffered  fracture  during  electro- 
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shock  treatment,  and  it  was  held  that  the  defendant 
might  he  liable  on  the  ground  of  express  warranty  of 
safety  which  he  made  to  plaintiff;  Marvin  vs.  Talbott, 
216  Cal.  App.  2d  383,  30  Cal.  Rptr.  893,  (1963),  where 
it  was  held  that  the  doctor’s  statement  that  “I  will  make 
a new  man  out  of  you,”  was  made  under  circumstances 
negating  any  intent  to  warrant  the  outcome  of  the  sub- 
ject operation  as  a promise,  was  impossible  of  per- 
formance, or  so  ambiguous,  vague,  and  uncertain  in 
meaning  as  to  foreclose  reliance  thereon,  and  therefore, 
would  not  support  a finding  that  the  doctor  expressly 
warranted  the  success  of  his  work,  or  agreed  to  effect 
a cure. 

II.  THE  STANDARD  OF  CARE  OF  A PHYSICIAN 

It  is  the  duty  of  a physician  or  surgeon  to  utilize 
reasonable  care,  skill,  and  diligence  in  the  diagnosis 
and  treatment  of  his  patient,  and  his  activity  is  to  be 
measured  against  the  standards  of  those  who  are 
qualified  by  training  and  experience  to  perform  similar 
services  in  the  same  or  similar  community.  What  does 
this  duty  mean  to  a specialist  surgeon?  In  Quintal 
vs.  Laurel  Grove  Rowe  Hospital,  397  P.  2d  161  (Cal. 
1964),  an  ophthalmologist  failed  to  perform  open 
heart  massage  because  he  did  not  feel  competent  to  do 
so  when  cardiac  arrest  occurred  during  the  anesthetic 
for  a minor’s  eye  operation,  resulting  in  the  child 
patient  becoming  a spastic  quadriplegic,  blind  and 
mute.  The  court  held  that  the  jury’s  finding  that  the 
injury  was  the  result  of  negligence  was  justified,  even 
though  another  surgeon  performed  the  open  chest 
surgery  approximately  four  minutes  after  the  heart 
stoppage.  The  obvious  lesson  to  be  learned  from  this 
case  is  that  any  surgeon,  no  matter  how  limited  by  his 
specialty,  must  be  prepared  to  perform  open  heart  mas- 
sage (if  such  is  called  for)  when  a cardiac  arrest  occurs 
on  the  operating  table,  notwithstanding  the  fact  that 
others  in  his  specialty  may  have  never  considered 
such  surgery  part  of  their  duty  towards  the  patient. 

Another  example  of  the  loosening  of  the  “standard 
of  care  in  the  community  ” rule  is  Toth  vs.  Community 
Hospital  239  N.  E.  2d  368  (N.  Y.  1968),  wherein  nur- 
ses gave  an  infant  in  an  incubator  more  oxygen  than 
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the  doctor  had  ordered,  and  as  the  doctor  should  have 
discovered  this,  he  would  be  liable  for  the  resulting 
blindness.  Further,  it  was  held  that  this  result  would 
be  no  different  even  though  the  amount  of  oxygen 
given  was  the  customary  practice  in  the  community, 
where  the  physician  “knows  or  believes  there  are 
unnecessary  dangers  in  the  community  practice,”  which 
would  then  require  him  to  take  whatever  precautionary 
measures  he  deems  appropriate;  otherwise,  he  fails 
to  employ  his  experience  or  best  judgment. 

But  a physician  or  surgeon  will  not  be  liable  if  he 
pursues  a course  followed  by  a “respectable  minority” 
of  the  profession,  Baldor  vs.  Rogers,  Fla.  1954,  81 
So.  2d  658,  where  the  physician  was  treating  cancer 
by  injections  rather  than  by  x-ray,  radium  and  surgery, 
at  a time  when  there  was  no  unanimity  of  opinion 
as  to  which  procedure  should  be  used,  and  was  not  liable 
for  the  failure  of  his  treatment  to  effect  relief;  nor 
will  he  be  liable  for  an  honest  error  in  judgement, 
as  he  is  allowed  a wide  range  in  the  exercise  of  his 
judgment  and  discretion,  and  is  only  liable  when 
it  is  shown  that  the  course  he  pursued  was  clearly 
against  course  recognized  as  correct  by  his  profes- 
sion, Blackwell  vs.  Southern  Fla.  San.  and  Hosp. 
Corp.,  Fla.  App.  1965,  174  So.  2d  45,  where  the 
surgeon  was  not  liable  for  patient  s death  two  days 
after  removal  of  gallbladder  caused  by  strain  of 
convalescence  superimposed  upon  a weakened  heart, 
where  there  were  electrocardiograms  about  two  months 
apart,  the  latter  just  prior  to  operation  which  showed 
some  variations  from  earlier  one,  but  which  in  surgeon’s 
opinion  did  not  indicate  any  heart  trouble  to  cause 
postponement  of  operation,  but  the  autopsy  revealed 
heart  damage  within  one  month  of  operation,  and 
which  information  surgeon  admitted  would  have  caused 
him  to  postpone  operation  had  he  known  it. 

III.  THE  STANDARD  OF  CARE  OF  A HOSPITAL 

It  is  the  duty  of  a hospital  to  exercise  toward  a 
patient  such  reasonable  care  as  his  known  condition 
may  require.  The  degree  of  care  is  in  proportion  to 
his  known  physical  and  mental  ailments,  and  the 
extent  of  the  care  depends  upon  the  circumstances 
of  the  particular  case.  The  measure  of  its  duty  is  to 
exercise  that  degree  of  care,  skill  and  diligence  which 
is  used  by  hospitals  generally  in  the  community,  and 
which  is  required  by  express  or  implied  contract  or 
the  undertaking.  It  has  always  been  maintained  that 
this  duty  does  not  encompass  the  practice  of  medicine, 
but  we  are  witnessing  a change  or  overlapping  of  duties. 
In  Darling  vs.  Charleston  Comm.  Mem.  Hospital,  200 
N.  E.  2d  149,  affd.,  211  N.  E.  2d  253  (111.  1965),  a 


cast  had  been  improperly  applied  to  the  patient’s  leg, 
and  although  the  patient  complained  frequently  about 
severe  pain  and  the  odor  of  decayed  tissue  was  evident, 
necessary  competent  attention  was  delayed  to  the  ex- 
tent that  amputation  of  the  patient’s  leg  was  eventually 
necessary.  The  hospital  was  charged  with  failure  to 
provide  sufficient  review  of  the  progress  of  the  patient’s 
condition,  in  that  the  hospital  did  not  make  effective 
the  consultation  required  embodied  in  the  regulations 
and  standards  introduced  into  evidence,  which  included 
regulations  of  the  hospital  licensing  agency  of  the  state, 
(the  hospital ’sown  medical  staff  by-laws  and  rules  and 
regulations,  and  since  the  hospital  was  accredited  by  the 
Joint  Commission  on  Accreditation  of  Hospitals,  stan- 
dards established  by  the  Joint  Commission.  The 
hospital’s  failure  to  review  the  physician's  work  or 
require  a consultation  was  found  to  constitute  a basis 
for  imposing  liability  for  negligence. 

Another  example  of  this  “new  field  of  hospital 
liability  is  found  in  Pederson  vs.  Dumouchel,  431  P. 
2d  973  (Wash.  1967),  wherein  the  hospital  was  found 
negligent  as  a matter  of  law  in  permitting  a surgical 
operation  by  a dentist  upon  a patient  under  general 
anesthesia,  without  the  presence  and  supervision  of  a 
medical  doctor  in  the  operating  room,  where  the 
dentist  was  not  qualified  to  administer  and  control 
the  general  anesthetic,  and  anoxia  occurred. 

IV.  PROOF  OF  STANDARD  OF  CARE 

There  is  no  presumption  of  negligence  of  a phy- 
sician or  surgeon  from  the  mere  fact  of  injury  or  ad- 
verse result  from  his  treatment,  which  requires  the 
patient  to  produce  expert  witnesses  to  testify  to  what 
the  standard  of  care  was  in  the  particular  circumstances, 
and  that  the  defendant  physician  or  surgeon  fell  below 
the  standard  of  care.  The  only  notable  exception  to  this 
requirement  was  found  in  those  cases  where  the  surgeon 
left  a sponge,  instrument,  or  other  material  in  the 
operative  site,  whereupon  the  courts  held  that  such 
event  obviously  showed  a want  of  skill  or  lack  of  care 
as  to  be  within  the  understanding  of  laymen  and  to 
necessitate  only  common  knowledge  and  experience 
to  judge  it,  Smith  vs.  Zeagler,  1934,  116  Fla.  628, 
157  20.  328.  As  malpractice  litigation  increased,  the 
courts  found  what  it  termed  a “conspiracy  of  silence 
among  the  medical  profession,  whereby  it  was  most 
difficult  for  a patient  to  produce  a doctor  in  court  to 
condemn  his  colleague.  As  a result,  there  has  been  a 
lessening  of  this  “expert  opinion”  requirement  in  those 
factual  situations  that  the  courts  felt  smacked  of  neg- 
ligence. Accordingly,  more  and  more  fact  situations 
are  allowed  to  go  to  the  jury  for  its  consideration  with- 
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out  tiie  plaintiff  producing  expert  opinion  evidence  lo 
prove  defendant  s negligence,  either  on  the  theory 
of  “res  ipsa  loquitur ”,  the  “common  knowledge  ’ 
rule,  or  the  “prima  facie  evidence  of  negligence 
nile.  Some  examples  are:  Atkins  vs.  Humes , Fla. 
1959.  110  So.  2d  663,  where  following  casting  for 
fracture  of  elbow,  child  afflicted  with  Volkmann’s 
contracture;  Dohr  vs.  Smith,  Fla.  1958,  104  So.  2d 
29,  where  two  false  teeth  dislodged  and  ended  up 
in  lungs  when  anesthesiologist  inserted  endotracheal 
tube  during  operation;  Montgomery  vs.  Stary,  Fla. 
1955,  84  So.  2d  34,  where  newly  bom  baby  lost 
fingers  and  thumb  due  to  excessively  hot  towels 
being  applied  to  improve  substantial  impairment  in 
circulation;  Merola  vs.  Stang,  Fla.  App.  1961,  130 
So.  2d  119,  where  patient’s  lip  cut  during  drilling 
or  cutting  by  dentist  in  use  of  highspeed  drill;  and 
Ybarra  vs.  Spangard,  154  P.  2d  687  (Calif.  1944), 
where  the  plaintiff  received  a traumatic  injury  in  the 
region  of  his  shoulder  while  under  anesthesia  for  an 
appendectomy,  sued  the  hospital  and  everyone  in  the 
operating  room,  and  the  court  held  that  res  ipsa 
loquitor  was  applicable  because  “where  a plaintiff 
receives  unusual  injuries  while  unconscious  and  in  the 
course  of  medical  treatment,  all  those  defendants  who 
had  any  control  over  his  body  or  the  instrumentality 
which  might  have  caused  the  injury  may  properly  be 
called  upon  to  meet  the  inference  of  negligence  by 
giving  an  explanation  of  their  conduct”. 

V.  THE  “LOCALITY”  RULE 

Originally,  the  locality  rule  was  applied  to  confine 
expert  medical  testimony  on  behalf  of  the  plaintiff 
to  that  which  could  be  given  by  doctors  who  practiced 
in  the  same  community  as  the  defendant.  The  rationale 
for  this  was  the  sympathy  for  the  isolated  and  beleaguer- 
ed country  doctor.  This  ride  has  been  under  attack,  so 
that  we  now  find  cases  holding  that  the  “locality” 
from  which  medical  experts  can  be  chosen  to  testify 
concerning  the  standards  required  of  their  professional 
brethren  to  be  “a  similar  locality”.  This  liberalization 
of  the  rule  has  been  generated  by  transformations 
in  American  life,  medicine,  and  judicial  attitudes,  recog- 
nizing the  development  of  modern  means  of  transpor- 
tation and  communication  which  provide  ample  op- 
portunity for  physicians  in  all  parts  of  the  country  to 
keep  abreast  of  medical  advances.  For  example: 
Cook  vs.  Lichtblau,  Fla.  App.  1962,  144  So.  2d  312, 
where  a Miami,  Florida  physician  was  qualified  to  tes- 
tify against  a West  Palm  Beach,  Florida  physician;  Mont- 
gomery vs.  Stary,  Fla.  1955,  84  So.  2d  34,  where  three 
Chicago,  Illinois  physicians  were  permitted  to  testify 


against  a Lake  County,  Florida  physician. 

VI.  EXPERT  WITNESS  FROM  DIFFERENT  SCHOOL 
OF  MEDICINE 

Generally,  a physician’s  care  and  skill,  or  negligence, 
is  to  be  tested  by  the  principles  and  tenets  of  the  school 
of  medicine  to  which  he  belongs.  This  rule,  however, 
does  not  exclude  the  testimony  of  a physician  of  ano- 
ther school  or  an  expert  in  another  line  when  that 
testimony  bears  on  a point  to  which  the  principles 
of  the  two  schools  concur,  such  as  the  dangers  incident 
to  the  use  of  x-rays  or  the  existence  of  a condition  that 
should  be  recognized  by  any  physician.  For  example: 
Foster  vs.  Thornton,  1936,  125  Fla.  699,  170  So.  459, 
where  medical  physicians  were  permitted  to  testify 
against  a chiropractor  who  was  charged  with  the  appli- 
cation of  an  undue  amount  of  force  in  making  a chiro- 
practic adjustment;  Couch  vs.  Hutchinson,  Fla.  App. 
1961,  135  So.  2d  18,  where  orthopedic  surgeon  was 
permitted  to  testify  against  osteopathic  surgeon  who 
it  was  alleged  failed  to  use  conservative  ¿1  errpy  before 
performing  a laminectomy  and  spinal  fusion. 

VII.  UNAUTHORIZED  SURGERY 

An  operation  cannot  be  performed  without  the 
patient’s  consent,  and  if  one  is  so  performed,  it  is  a 
technical  battery  or  trespass  for  which  a physician  is 
liable;  nor  may  the  surgeon  perform  an  operation 
that  is  different  in  kind  from  that  consented  to,  or 
that  which  involves  risks  and  results  that  are  not 
contemplated.  On  the  other  hand,  this  rule  is  qualified 
where  there  is  an  emergency  or  unanticipated  condition 
that  makes  immediate  action  necessary  to  preserve  the 
life  or  health  of  the  patient,  and  it  is  impracticable  to 
obtain  a consent  to  the  operation  or  treatment  first. 
Thus,  if  in  the  course  of  an  operation  to  which  the 
patient  has  consented,  a physician  discovers  conditions 
that  were  not  anticipated  before  the  operation  was  com- 
menced, and  which,  if  not  rectified,  will  endanger  the 
life  or  health  of  the  patient,  he  is  justified  in  extending 
the  operation  to  remove  and  overcome  such  conditions 
although  no  express  consent  is  obtained.  In  such  case, 
his  duty  is  to  do  that  which  the  occasion  demands,  and 
is  the  usual  and  customary  practice  among  physicians 
and  surgeons  in  the  same  or  similar  locality,  under  like 
circumstances.  For  example:  Chambers  vs.  Nottbaum, 
Fla.  1957,  96  So.  2d  716,  which  affirmed  jury  verdict 
for  patient  who  suffered  partial  paralysis  of  a leg  caused 
by  use  of  spinal  anesthetic  administered  by  the  surgeon 
contrary  to  patient’s  express  instructions,  especially 
where  there  was  no  necessity  for  immediate  appendi- 
citis operation  after  patient  developed  convulsions  fol- 
lowing a general  anesthetic  such  as  to  justify  use  of 
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spinal;  Rogers  vs.  Lumbermen’s  Mut.  Cas.  Co.,  119  So. 
2d  649  (La.  1960),  where  plaintiff  only  consented  to 
appendectomy,  surgeon  liable  for  also  performing  total 
hysterectomy  and  bilateral  salpingo-oophorectomy. 

VIII.  LACK  OF  INFORMED  CONSENT 

Probably  the  newest,  and  most  worrisome  “en- 
largement” of  a surgeon’s  duty  has  been  the  require- 
ment to  adequately  inform  the  patient  as  to  the 
dangers  to  be  anticipated  as  the  result  of  an  operation, 
and  not  to  minimize  them.  Accordingly,  unless  a 
person  who  gives  consent  to  an  operation  knows  its 
dangers  and  the  degree  of  the  danger,  such  consent 
does  not  represent  a choice  and  is  ineffectual.  For 
example:  Bowers  vs.  Talmage,  Fla.  App.  1963,  159 
So.  2d  888,  where  a neurologist  recommended  an  ar- 
teriogram for  a child,  an  “exploratory  and  dangerous 
operation”  in  which  3 percent  of  the  cases  result  in 
death,  paralysis  or  other  injurious  outcome,  rather 
than  submit  the  child  to  psychiatric  treatment  for 
complaint  of  spells  (seeing  things,  etc.),  and  was  held 
liable  for  the  “bad  result  of  the  operation  which 
was  performed  by  another  physician  who  was  exoner- 
ated by  the  jury;  Russel  vs.  Harwick,  Fla.  App.  1964, 
166  So.  2d  904,  where  orthopedic  surgeon  liable  in 
failing  to  inform  patient  as  to  alternate  method  to  use 
of  Austin-Moore  prosthesis,  i.  e.,  further  attempts  to 
reduce  fracture  by  manipulation  and  nailing,  in  treat- 
ment of  transverse  sub-capital  fracture  of  femur. 

This  doctrine  of  informed  consent  has  been  cir- 
cumscribed as  follows:  (1)  the  question  of  whether 
it  is  necessary  for  the  specialist  to  advise  his  patient 
of  the  specific  risks  inherent  in  the  performance  of 
an  operation  is  to  be  determined  by  the  standard  of 
whether,  according  to  expert  testimony,  a reasonable 
medical  practitioner  in  the  community  would  have 
made  such  a disclosure  under  the  same  or  similar 
circumstances.  For  example:  Ditlow  vs.  Kaplan,  Fla. 
App.  1965,  181  So.  2d  226,  where  it  was  held  that  in 
the  absence  of  evidence  showing  that  it  was  the  ac- 
cepted practice  in  the  community  among  gastroentero- 
logists. and  physicians  of  the  standing  of  the  defendant 
specialist,  to  advise  patients  of  the  specific  risk  of 
perforation  of  the  esophagus  in  a gastroscopic  pro- 
cedure, the  patient  was  not  entitled  to  recover  damages. 
(2)  Where  the  surgeon  has  obtained  a consent  from  the 
patient,  there  is  ordinarily  no  duty  on  the  hospital  to 
obtain  a second  consent,  or  to  verify  the  one  received 
by  the  surgeon,  or  to  go  behind  the  signed  consent  form 
filed  in  the  hospital  record,  and  it  would  not  be  liable 
for  the  wrongful  death  of  a minor  due  to  a surgical 
procedure  developed  and  used  only  by  the  defendant 


surgeon,  which  procedure  was  not  generally  accepted 
treatment  in  the  community  for  the  patient  s condi- 
tion, and  the  surgeon  failed  to  disclose  the  novelty 
of  the  procedure  or  the  risks,  Florentino  vs.  Wenger, 
227  N.  E.  2d  296,  (N.  Y.  1967).  But  there  may  be 
liability  where  the  hospital  knows,  or  should  know, 
that  independent  staff  physicians  are  departing  from 
acceptable  standards  of  care,  or  are  not  obtaining 
an  informed  consent  for  surgical  procedures. 

IX.  ABANDONMENT 

A physician  cannot  discharge  himself  from  a case 
and  relieve  himself  of  responsibility  by  simply  abandon- 
ing it  or  staying  away  without  notice  to  the  patient. 
His  obligation  of  continuing  attention  can  be  terminated 
only  where  the  patient  discharges  him,  or  he  withdraws 
from  Hie  case  after  giving  reasonable  notice  so  as  to 
enable  the  patient  to  secure  another  doctor.  He  is  not 
excused  from  liability  because  of  his  failure  to  attend 
on  the  ground  that  he  had  another  patient  that  required 
his  attention,  where  he  contracted  without  qualification 
to  treat  the  plaintiff.  Surprisingly,  the  medical  profes- 
sion little  realizes  that  this  can  be  a fruitful  theory  for 
litigation  brought  by  the  patient.  For  example: 
Saunders  vs.  Lischkoff,  1939,  137  Fla.  826,  188  So. 
815,  where  an  eye,  ear  and  throat  specialist  was  sued 
for  negligence  in  the  diagnosis  and  treatment  of  an 
eye  ailment  as  a result  of  which  the  patient  had  be- 
come blind,  and  it  was  held  that  it  was  a question 
of  fact  for  the  jury  as  to  whether  or  not  the  physi- 
cian’s failure  to  contact  the  patient  more  often  dur- 
ing the  course  of  the  treatment  constituted  abandon- 
ment which  would  have  prevented  the  condition;  Levy 
vs.  Kirk,  Fla.  App.  1966,  187  So.  2d  401,  where  the 
defendant  physician  admitted  a patient  into  the  hospi- 
tal, prescribed  certain  medications,  examinations,  tests, 
etc.,  but  (1)  failed  to  personally  observe  the  patient  al- 
though he  was  in  the  hospital,  and  (2)  failed  to  review 
results  of  the  tests  and  examinations  for  several  days, 
which  showed  a coronary  occlusion  from  which  the  pa- 
tient subsequently  died,  and  it  was  held  that  a triable 
issue  was  presented  as  to  whether  or  not  this  was  aban- 
donment, and  if  it  was  the  proximate  cause  of  the 
demise  of  the  decedent;  and  probably  the  best  “target” 
specialist  is  the  obstetrician,  who  after  being  hired  to 
attend  the  plaintiff,  refuses  to  come  to  the  house  or 
the  hospital  to  check  complaints  or  condition,  or  who 
cannot  attned  the  childbirth  as  he  is  with  another  pa- 
tient or  cannot  be  found,  or  fails  to  follow  the  mother 
and  child  after  delivery,  Norton  vs.  Hamilton,  89  S.  W. 
2d  809,  (Ga.  1955),  57  ALR2d  426,432. 
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X.  FAILURE  TO  ARRANGE  FURTHER  TREAT- 
MENT 

A physician  may  be  held  liable  where  he  discharges 
his  patient  without  arranging  for  further  medical  at- 
tention where  he  knows,  or  should  know  that  the  treat- 
ment that  he  has  been  administering  for  a period  of 
time  is  failing  to  arrest  the  patient  s malady,  and  that 
the  patient’s  condition  is  growing  steadily  and  perma- 
nently worse;  or  may  he  required  to  call  in  a specialist 
whenever  a case  is  clearly  outside  the  limits  of  his 
skill  or  knowledge.  For  example:  Baldor  vs.  Rogers, 
Fla.  1955,  81  So.  2d  658,  wherein  the  physician  had 
been  treating  a cancerous  growth  by  a course  of  in- 
jections, the  disease  spreading  in  such  a way  that  he 
must  have  known  that  there  was  no  possible  hope 
except  in  other  treatment  such  as  x-ray,  radium  or 
surgery,  and  he  discharged  the  patient  without  ar- 
ranging for  any  other  medical  attention  or  different 
treatment:  Willard  vs.  Hutson,  378  P.  2d  966  (Ore. 
1963),  where  it  was  held  that  whether  or  not  de- 
fendant should  have  called  in  a specialist  in  hemophilia 
was  a medical  question  requiring  expert  testimony. 

XI.  LIABILITY  OF  HOSPITAL  OR  PHYSICIAN  FOR 
HARM  FROM  INSTRUMENTS,  DRUGS,  BLOOD. 

Neither  the  hospital  nor  a physician  is  liable  for  in- 
jury7 to  a patient  as  a result  of  a defect  in  an  instrument, 
drugs,  or  blood,  if  the  defect  was  not  created  by  them, 
and  if  in  the  exercise  of  reasonable  care,  they  could 
not  have  discovered  the  defect.  For  example:  Hinevs. 
Fox,  Fla.  1956,  89  So.  2d  13,  where  a physician  was 
not  held  liable  for  injuries  to  the  patient  caused  by  a 
broken  cautery  instrument  which  he  was  using  in  re- 
moving a mole  from  her  face,  as  the  instrument  was 
manufactured  in  one  piece  or  originally  assembled,  not 
intended  for  internal  inspection  for  possible  defects, 
and  there  was  no  evidence  of  any  negligence  in  its  care 
and  maintenance  by  the  physician;  Hoder  vs.  North 
Miami  General  Hospital,  Inc.,  Fla.  App.  196 1,  196  So. 
2d  205,  where  (1)  the  hospital  purchased  blood  from 
a blood  bank  and  was  not  neld  liable  to  the  patient 
who  became  ill  following  transfusion,  but  (2)  it  was 
held  that  the  hospital  would  be  liable  for  negligence 
if  it  had  reason  to  know  that  minimum  standards 
selecting  donors  and  processing  oí  blood  were  not 
being  followed  by  the  commercial  blood  bank  from 
which  it  was  obtaining  the  blood;  Russel  vs.  Community 
Blood  Bank,  Inc.,  Fla.  App.  1966,  185  So.  2d  749, 
affd.,  Fla.  1967,  196  So.  2d  115,  where  it  was  held 
that  a blood  bank  would  be  liable  to  a patient  for  sup- 
plying “contaminated”  blood. 


Where  the  drug  is  not  contaminated,  but  causes  harm 
due  to  its  properly  made  ingredients,  the  basis  for  liabi- 
lity may  be:  (1)  failure  to  clearly  explain  to  patient 
possible  side  effects  or  alternatives  respecting  usage  or 
dosage,  Whitfield  vs.  Daniel  Construction  Co.,  83  S.  E. 

2d  460  (S.  C.  1954)  where  patient  given  pentobarbitol 
with  insufficient  warning  about  taking  capsules  too 
closely  together,  fell  asleep  while  operating  an  automo- 
bile and  died  in  collision;  or  (2)  harm  from  drug  was 
greater  than  harm  from  condition  being  treated,  and 
this  was  known  or  foreseeable,  Love  vs.  Wolf,  38  Cal. 
Rptr.  183  (1964)  (aplastic  anemia  from  chloromycetin)  I 
and  the  MER/29  litigation. 

XII.  RESPONDEAT  SUPERIOR 

A physician  is  liable  for  negligent  injury  of  his  pa- 
tients by  his  employees,  such  as  physicians,  nurses, 
laboratory  assistants,  technicians,  etc.  In  the  case  of 
employees  who  are  not  physicians,  delegation  of  du- 
ties should  not  include  functions  which  require  pro- 
fessional judgement  as  to  diagnosis  or  treatment,  Olsen 
vs.  McAtee,  183  P.2d  979  (Ore.  1947)  (during  defen- 
dant’s absence,  his  office  nurse  treated  plaintiff’s  frac-  1 
tured  femur  including  the  application  of  traction); 
Gray  vs.  McLaughlin,  179  S.  W.  2d  686  (Ark.  1944) 
(plaintiff  received  electrical  burn  when  x-ray  techni- 
cian allowed  part  of  x-ray  machine  to  strike  him); 
Bauer  vs.  Otis,  284  P.2d  133,  (Cal.  1955)  (Nurse 
gave  injection,  injuring  radial  nerve). 

XIII.  JOINT  LIABILITY  OF  PHYSICIAN  AND  SUR-  ' 
GEON 

Generally,  a physician  who  has  advised  his  patient 
that  an  operation  should  be  performed  by  another, 
is  not  held  liable  for  the  surgeon’s  negligence.  This 
general  statement  has  now  been  subjected  to  qualifica- 
tions where  it  is  determined  that  there  is  between  the 
two  physicians,  a concert  of  action  and  a common 
purpose  existing,  as  this  “best  exemplifies  a duty 
owed  to  society  by  those  who  hold  themselves  out 
to  be  skilled  in  curing  human  ills”.  For  example: 
Montgomery  vs.  Stary,  Fla.  1955,  84  So. 2d  34,  where 
it  was  held  that  two  physicians  diagnosed  and  treated 
a case  together,  without  withdrawal  by  or  discharge 
of  either,  as  a result  of  which  both  were  liable  if  the 
treatment  was  negligent;  O’Grady  vs.  Wickman,  Fla. 
App.  1968,  213  So.2d  321,  where  joint  liability  was 
held  to  be  a jury  question,  where  general  practitioner 
admitted  a patient  into  hospital  who  remained  under 
his  daily  care  and  supervision,  recommended  surgery 
and  though  not  a surgeon,  was  present  at  the  time  of 
the  surgery  performed  by  the  co-defendant;  but  see 
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Dohr  vs.  Smith,  Fla.  1958,  104  So. 2d  29,  where  it 
was  held  that  the  surgeon  and  the  anesthesiologist 
were  working  in  highly  expert  fields  peculiar  to  each, 
and  therefore  there  was  no  joint  liability  for  the 
anesthesiologist’s  negligence  even  though  they  were 
working  toward  a common  goal,  the  successful  oper- 
ation on  a patient. 

XIV.  CAPTAIN  OF  THE  SHIP  DOCTRINE 

It  is  generally  stated  that  when  a patient  employs  a 
surgeon,  enters  a hospital,  and  receives  the  treatment 
of  a nurse  furnished  by  the  hospital,  but  under  the 
direct  supervision  of  the  surgeon,  the  nurse  is  the 
agent  of  the  doctor,  and  the  hospital  is  not  liable 
for  her  negligence  while  she  is  acting  under  the  doctor’s 
supervision,  Wilson  vs.  Lee  Memorial  Hospital,  Ela. 
1953,  65  So.2d  40.  The  attempted  application  of  the 
doctrine  is  most  often  found  in  operating  room  mis- 
haps, and  inevitably  leads  to  the  courtroom  spectacle 
of  the  co-defendant  doctor  and  hospital  fighting  each 
other,  rather  than  the  plaintiff.  The  factual  situation 
most  often  involved  is  the  failure  to  remove  some  ob- 
ject from  the  operative  site  prior  to  closure,  although 
this  may  now  be  less  of  a problem  due  to  Buzan  vs. 
Mercy  Hospital,  Inc.  Ela.  App.  1967,  203  So.  2d  11, 
wherein  the  court  set  down  the  rule  that  the  duties 
of  the  assisting  nurse  which  involve  professional  skill 
or  decision,  are  to  be  regarded  as  controlled  solely 
by  the  surgeon,  but  in  performing  duties  or  acts  not 
involving  professional  skill  or  decision,  and  which  are 
ministerial  in  character,  the  hospital  nurse  assisting 
the  surgeon  is  not  regarded  as  his  borrowed  servant, 
but  as  the  servant  of  the  hospital;  accordingly,  it 
was  held  that  a sponge  count  is  generally  not  regarded 
as  involving  professional  skill  or  decision,  as  a result 
of  which  the  hospital  is  liable  for  the  nurse’s  negligence. 

XV.  CONTRIBUTORY  NEGLIGENCE  OF  PATIENT. 

The  common  law  rule  of  contributory  negligence 

of  a plaintiff  as  barring  his  claim  for  damages  has  been 
applied  in  medical  malpractice  cases.  For  example: 
General  Hospital  of  Greater  Miami,  Inc.,  vs.  Gager, 
Fla.  App.  1964,  160  So. 2d  749,  where  a jury  verdict 
was  affirmed  against  the  decedent  patient,  who,  while 
at  home  following  the  operation,  got  out  of  bed  and 
walked  to  the  bathroom  where  his  wound  opened, 
causing  death,  where  the  defendant  surgeon  testified 
that  he  had  instructed  the  decedent  not  to  get  out  of 
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bed,  and  the  facts  showed  that  the  deceased  was  found 
upon  the  commode  with  the  wound  open  and  eviscera- 
ted; Musachia  vs.  Rosman,  Fla.  App.  1966,  190  So.2d 
47,  where  a jury  verdict  against  the  patient  was  affirmed 
as  the  evidence  showed  that  the  decedent  left  the  hos- 
pital contrary  to  advice  of  the  doctors,  that  he  was 
placed  on  a diet  of  strained  baby  food  but  drank 
alcoholic  beverages,  and  that  the  immediate  cause  of 
death  was  fecal  peritonitis  caused  by  spillage  into 
the  peritoneal  cavity  through  small  perforations  in 
the  bowel,  the  alcohol  contributing,  if  not  being 
the  major  cause  of  the  perforation. 

XVI.  STATUTE  OF  LIMITATIONS 

The  Statute  of  Limitations  on  an  act  of  malpractice 
ordinarily  runs  in  favor  of  the  physician  or  surgeon 
from  tlie  time  of  the  negligent  act,  rather  than  from 
the  time  of  the  consequent  injury.  However,  where 
the  physician  has  fraudulently  concealed  the  facts 
showing  negligence,  the  statute  begins  to  run  only 
when  the  fraud  is  perpetrated  and  the  facts  discovered, 
or  when  they  should  have  been  discovered  by  the  exer- 
cise of  reasonable  diligence  on  the  part  of  the  injured 
plaintiff.  For  example:  Buck  vs.  Mourandian,  Ela. 
App.  1958,  100  So.  2d  70,  where  a plaintiff  claimed 
defendant  physician  negligently  administered  a series 
of  x-ray  treatments  causing  latent  burns  and  injury 
to  internal  organs,  and  the  evidence  showed  that 
plaintiff  knew  shortly  after  the  treatments  were  ad- 
ministered that  she  was  injured,  hut  did  not  know 
what  was  causing  it  until  so  long  thereafter  that  the 
Statute  of  Limitations  had  run  by  the  time  her  suit 
was  filed,  and  it  was  held  (1)  that  if  the  physician 
had  fraudulently  concealed  the  injuries,  the  Statute 
of  Limitations  would  not  have  started  to  run  until 
tlie  plaintiff  leafned  of  the  injuries,  but  (2)  that  the 
same  rule  did  not  apply  where  there  was  only  a frau- 
dulent concealment  of  the  cause  of  the  injuries,  as 
was  the  case  here,  and  verdict  for  the  physician  was 
affirmed;  Grey  vs.  Silver  Bow  County,  425  P.2d  819 
(Mont.  1967),  where  the  patient  alleged  that  staph- 
lococcus  infection  was  introduced  into  his  body 
because  proper  sterile  techniques  were  not  employed 
by  defendant’s  hospital,  and  it  was  held  that  the 
statute  began  to  run  from  the  date  the  patient  dis- 
covered the  infection,  and  not  from  the  date  of  the 
alleged  negligent  act. 


ECONOMICAL  LONG-DISTANCE  TELEPHONED 
ELECTROCARDIOGRAPHS 

Gus  Schreiber,  MD 


Asímple  technique  of  recording  and  compression  of 
telephone-electrocardiographs  (ECG)  which  redu- 
ces long-distance  tolls  is  described.  This  recording  tech- 
nique also  permits  the  ECG  cart  to  be  available  to  all 
beds  in  the  hospital,  and  allows  a delayed  transmission 
to  the  interpretation  or  relay  station. 

A dressing  cart  with  well-tracking  casters  and  an 
attached  long  extension  cord  is  arranged  so  that  the 
ECG  machine  is  parallel  to  the  pushing  handle  at  which 
the  operator  stands.  Behind  the  ECG  machine  are,  first, 
a monaural  automatic-recording  level  high-fidelity  multi- 
speed tape  recorder  and,  second,  a battery-powered 
FM  telephone  transmitter.  These  are  so  connected  that 
only  a soft  monitoring  tone  is  heard  from  the  tape 
recorder  during  the  recording  of  the  ECG.  Exact  details 
of  both  the  transmitting  and  receiving  equipment  with 
wiring  diagrams  will  be  supplied  upon  request. 

The  technician  should  be  supplied  with  an  ECG 
requisition  which,  in  addition  to  the  usual  data,  should 
have  an  information  code  for  the  benefit  of  the  inter- 
preter to  best  assist  that  physician  in  the  care  of  his 
patient.  A suggested  code  which  enables  the  tech- 
nician to  merely  read  the  circled  numbers  into  the 
microphone  follows: 

1.  STAT  TELEPHONED  INTERPRETATION. 

2.  Recent  anterior  chest  pain. 

3.  Recent  pleuritic  chest  pain. 

4.  Condition  critical. 

5.  Single  Master  s test. 

6.  Double  Master’s  test. 

7.  Quinidine  or  Pronestyl  in  last  24  hours. 

8.  Digitalis  preparation  in  last  week. 

9.  Known  old  anterior  MI. 

lO.Known  old  inferior  or  diaphragmatic  MI. 

11. Known  old  lateral  MI. 

12. Known  old  posterior  MI  (not  inferior). 


Editorial  written  by  Dr.  Gus  Schreiber,  member  of  the 
American  College  of  Cardiology;  American  College  of  Phy- 
sicians and  American  College  of  Chest  Physicians.  Repro- 
duced from  the  May  issue  of  Texas  Medicine. 


13.  Known  old  septal  MI. 

14. Known  previous  RBBB. 

15.  Known  previous  LBBB. 

ló.Treatment  suggestions  requested. 

17.  Known  to  have  had  significant  diastolic  hyper- 
tension. 

18.  Previous  ECG  by  interpreter. 

19.  Taking  contraceptive  pills. 

20.  Has  thrombophlebitis. 

21.  Has  had  recent  hemoptysis. 

22.  Known  previous  pulmonary  embolism. 

23.  Known  hypokalemia. 

24.  Known  hyperkalemia. 

25.  Known  hypocalcemia. 

26.  Known  hypercalcemia. 

27.  Has  chronic  pulmonary  disease. 

28. Just  over  an  episode  of  tachycardia. 

29. Suspected  mitral  disease. 

30.Suspected  aortic  valve  disease. 

With  this  ECG  requisition  in  hand,  the  technician 
pushes  the  ECG  cart  to  a quiet  private  area,  plugs  the 
extension  cord  in  to  the  wall  current,  switches  the 
external  speaker  to  "Off,  and  places  the  microphone 
plug  into  the  “MIC”  jack.  The  recorder  speed  is  set 
at  3 3/4  inches  per  second  (ips),  and  the  number 
of  the  tracing  is  given  (4  Fracing  number  one,  or  two, 
etc”),  as  is  the  patient’s  name,  age,  room  number,  and 
name  of  physician.  Then,  “Code  is  stated,  followed 
by  the  appropriate  circled  numbers.  1 he  recorder 
is  then  placed  in  the  “Stop”  position  and  the  speed 
is  changed  to  7 1/2  ips.  Again  recorded  is  One,  or 
the  appropriate  number  of  the  tracing  in  sequence 
on  the  tape.  Then,  if  STAT  has  been  circled,  the 
word  “STAT”  is  stated  at  7 1/2  ips,  thereby  allow- 
ing the  monitored  and  written-out  tracing  to  be  noted 
as  STAT.  The  technician  then  removes  the  microphone 
plug  from  its  jack,  turns  on  the  FM  telephone  trans- 
mitter and  the  ECG,  with  the  ECG  on  Single  Stan- 
dardization. The  external  speaker  switch  is  moved 
from  “Off”  to  “Soft,”  and  ten  standardizations  are 
recorded.  These  can  be  recognized  and  heard  from 
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SAMPLE:  The  electrocardiographic  tracing  on  the  left  is  a photographic  reproduction  of  the  mounted  original  tracing.  The  tracing 
on  the  right  is  a photographic  reproduction  of  the  mounted  write-out  tracing.  While  the  original  tracing  was  being  run  on  the 
electrocardiograph  an  FM  transmitter  was  silently  being  recorded  on  a high  fidelity  tape  recorder.  This  tape  recorder  was  then 
rewound  and  then  silently  played  into  the  telephone  by  means  of  a transmission  induction  coil.  This  was  then  received  on  another 
telephone  line  and  the  writeout  was  performed.  Any  change  in  the  upstroke  width  of  the  original  tracings  are  due  to  the  charac- 
teristics of  the  particular  machine  utilized. 


the  monitor  speaker  of  the  recorder  and  are  done 
at  7 1/2  ips  as  was  the  serial  number  of  that  tracing. 
(After  the  first  tracing  only  two  or  three  such  stan- 
dardizations are  necessary  at  the  beginning  of  an  EGG 
recording.)  The  technician  then  unplugs  the  extension 
cord  from  the  wall,  turns  off  the  FM  telephone  trans- 
mitter, and  pushes  the  EGG  cart  to  the  patient’s 
bedside. 

The  patient  is  prepared  with  the  most  critical  of 
techniques— all  electrodes  shining,  skin  scrubbed  with 
alcohol,  etc.,  as  the  perfection  necessary  at  the  receiv- 
ing station  can  be  no  better  than  the  original  tracing. 
With  the  patient  prepared  and  the  electrodes  attached, 
including  Vj,  lead  I is  run  as  usual  by  the  technician, 
using  the  marking  stylus  and  making  the  length  of 
paper  desired  for  mounting.  Then  the  paper  is  stopped 
from  running  hut  the  writing  stylus  is  left  “bouncing.” 
The  FM  transmitter  is  turned  on,  and  the  recorder  is 
placed  in  the  recording  mode  on  “Pause”.  If  the 
patient  can,  he  holds  his  breath  in  slight  inspiration, 
and  when  the  base  line  has  no  wandering  the  tape 
recorder  is  run  for  some  five  QRS  complexes,  a stan- 
dardization marker  being  placed  between  the  first  two, 
then  the  recorder  is  again  placed  on  “Pause.  Then  a 
regular  lead  II  is  run  and  marked  as  desired,  and  again 
the  process  is  repeated  with  the  tape  recorder  with  the 
paper  not  running.  This  allows  the  technician  to  con- 
centrate on  the  recorder,  a straight  base  line,  and  the 
standardization  code  placed  between  the  first  two  QRS 
complexes  (which  are  audible  on  the  monitor).  Each 
of  the  first  three  leads  is  coded  with  a single  short 
flash,  the  unipolar  extremity  leads  with  a single  longer 
flash,  and  then  the  precordial  leads  with  a single  short 
flash  between  the  first  two  complexes  heard  on  the 
monitor.  Lead  VB  is  much  preferred  and  should 
appear  as  the  seventh  lead  after  AVF.  Should  there 
be  an  irregularity  present,  lead  V2  is  selected  to  run 
some  20  or  30  QRS  complexes.  If  some  difficulty 


develops  while  any  one  lead  is  being  recorded,  the 
tape  recorder  can  be  rewound  slightly  to  the  begin- 
ning of  that  lead  and  again  recorded  with  a straight 
base  line.  This  horizontal  base  line  in  the  left  pre- 
cordial leads  is  a necessity,  and  can  be  obtained 
best  by  having  the  patient  hold  his  breath  in  slight 
inspiration. 

After  lead  VB  has  been  recorded,  the  FM  trans- 
mitter is  turned  off,  the  tape  recorded  placed  in 
“Stop”  position,  and  the  ECG  selector  switch  again 
returned  to  “Single  Standardization.” 

Precordial  leads  with  high  voltage  should  be  re- 
corded at  1/2  standardization,  and  the  stylus  kept 
toward  the  bottom  of  the  graph  paper.  The  stan- 
dardization marking  between  the  first  two  QRS  com- 
plexes will  allow  the  interpreter  to  know  of  its  re- 
duction. Likewise,  for  lead  VB  a double  standardization 
may  he  necessary,  and  this  information  will  likewise 
be  recorded  by  the  standardization  code  between  the 
first  two  QRS  complexes. 

The  technician  now  removes  the  electrodes,  cleans 
them,  and  proceeds  to  repeat  the  process  with  the 
next  patient.  That  is:  the  information  is  given  at  3 3/4 
ips,  the  serial  number  of  the  tracing  and  some  standar- 
dization flashes  are  given  at  7 1/3  ips,  and  the  ECG 
is  recorded  at  7 1/2  ips.  When  all  of  the  assigned 
tracings  have  been  graphed  and  recorded,  the  technician 
returns  the  ECG  cart  to  its  location  by  a telephone. 
When  no  more  tracings  are  to  be  done  and  when 
prepared  to  transmit  the  recordings,  the  tape  is  re- 
wound. A transmitting  coil  is  held  around  the  ear 
piece  of  the  telephone  and  its  plug  is  placed  in  the 
external  speaker  jack  of  the  tape  recorder.  When 
the  receiving  station  telephone  is  connected,  the  tech- 
nician gives  the  name  of  the  hospital  and  turns  on 
the  tape  recorder  to  run  at  7 1/2  ips  using  the  tele- 
phone to  monitor  the  transmission.  This  induction 
technique  should  be  done  so  as  to  sound  fairly  loud 
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to  the  technician,  and  should  be  constant  after  ex- 
perience has  determined  what  volume  setting  is  satis- 
factory. 

This  transmission  has  been  received  through  a similar 
automatic  recording  level  tape  recorder  running  at 
7 1/2  ips  while  its  external  speaker  jack  has  had  a plug 
inserted  which  drives  some  earphones  as  well  as  the  ECG 
write-out  mechanism.  The  reception  is  actually  moni- 
tored by  means  of  the  telephone,  and  a direct  write-out 
is  performed  to  reduce  distortions  which  might  be  intro- 
duced by  the  tape  recorders.  The  detailed  information 
and  coding  is  obtained  by  the  receiving  station  replaying 
the  tape  at  3 3/4  ips.  Another  write-out  at  7 1/2  ips 
is  easily  performed  should  the  original  write-out  have 
failed  for  lack  of  paper,  etc. 
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Although  complicated  in  explanation,  with  short 
practice  by  experienced  ECG  technicians  this  technique 
is  easily  mastered,  and  an  unbelievable  amount  of  “on 
line”  time  is  saved.  By  this  same  compression  technique 
of  speech  (2X)  the  interpretations  can  be  dictated  to  the 
tape  recorder  at  the  interpretation  station  at  3 3/4  ips 
and  then  transmitted  to  the  hospital’s  tape  recorder 
(equipped  with  a receiving  coil  plugged  into  the  “MIC” 
jack)  at  7 1/2  ips  on  both  recorders.  Then,  by  replaying 
this  tape  at  the  hospital  at  3 3/4  ips,  the  details  of  the 
interpretations  and  suggestions  can  be  written  on  the 
hospital’s  mounted  ECG.  The  interpretation  station 
keeps  its  tracing  for  purposes  of  serial  tracing  compari- 
sons. 


HOTEL  SAN  JUAN  — NOVIEMBRE  3-7,  1970 
SEXAGESIMA  OCTAVA  CONVENCION  ANUAL  - ASOCIACION  MEDICA  DE  PUERTO  RICO 


Planea  con  tiempo  tu  presencia  en  tu  Convención  Anual. 

Los  trabajos  científicos,  películas  educativas  y el  contacto 
con  tus  colegas  te  servirán  para  practicar  una  mejor  me- 
dicina. 

Paneles  Neurológicos,  de  Medicina  Física  y Rehabilitación, 
de  Utilización  del  Programa  de  Medicare  están  proyecta- 
dos. 

Medicina  Interna  y Cardiología  serán  amplios  temas  a 
discutir  este  ano. 

El  Honorable  Gobernador  Don  Luis  A.  Ferré  y el  Presi- 
dente de  la  AMA  estarán  con  nosotros. 

Posibilidades  de  alojamiento  en  hoteles  cercanos  al  Hotel 
San  Juan,  a precios  especiales,  serán  conseguidos  para 
aquellos  que  deseen  é#tos  esa  semana  en  San  Juan. 

Múltiples  actividades  sociales  en  las  noches  del  3-5-7,  in- 
cluyendo Cena  de  Gala  en  los  salones  del  Tropicoro  así 
como  diurnas  para  las  esposas  de  médicos  estarán  confec- 
cionadas. 

Participa  activamente  — disfruta  de  tu  Reunión  Anual. 


CARTA  A LA  REDACCION 


Dr.  Jorge  0.  Just  Viera,  Editor 
Boletín  de  la  Asociación  Médica  de  P.  R. 

Fernández  Juncos  Núm.  1305 

P.  0.  Box  9387 

Santurce,  Puerto  Rico,  00908 

Dear  doctor  Just  Viera: 

It  is  my  pleasure  to  announce  the  second  winner 
of  the  Gordon  Medical  Scholarship  Program  (see  Amer- 
ican Medical  News,  Dec.  1,  1969,  p.  3 and  April  20, 
1970  p.  6;  Modern  Medicine,  Dec.  15,  1969,  p.  64 
and  June  1,  1970  p.  175;  Rocky  Mountain  Medical 
Journal,  Dec.  1969,  p.  4;  Medical  Annals  of  the 
District  of  Columbia,  Jan.  1970,  p.  68  and  May  1970 
p.  284;  North  Carolina  Medical  Journal,  Dec.  1969 
p.  502). 

Robert  Petrusky  of  Linwood,  New  Jersey  has  been 
chosen  the  recipient  of  the  1970  Dr.  Benjamin  Lee 
and  Dorothy  Gordon  Memorial  Scholarship.  Mr.  Pe- 
trusky, a Phi  Beta  Kappa  graduate  of  Rutgers,  has 
received  >5,000  to  attend  the  Medical  School  of 
the  University  of  California  at  Los  Angeles.  This 
has  been  awarded  by  the  Scholarship  Committee  of 


the  Atlantic  County  Medical  Society. 

The  Dr.  Benjamin  Lee  and  Dorothy  Gordon  Me- 
morial Scholarship  has  been  donated  by  the  under- 
signed and  has  been  used  as  a model  to  encourage 
physicians  to  donate  similar  >5,000  scholarships  through 
their  County  Medical  Society  to  enable  worthy  local 
premedical  students  to  attend  medical  school. 

The  first  winner  of  the  Gordon  Medical  Scholarship 
Program  was  Nicholas  P.  Lang.  His  scholarship  was 
donated  by  Dr.  Anderson  Nettleship  and  Dr.  Mae 
Banwell  Nettleship.  Mr.  Lang  is  now  attending  the 
Medical  School  of  the  University  of  Arkansas. 

I am  most  interested  in  hearing  from  anyone  who 
would  like  to  contribute  a >5,000  medical  scholarship 
to  one  of  their  local  premedical  students  through 
their  local  medical  society. 

With  warm  personal  regards,  I am 

Sincerely  yours, 

Maurice  B.  Gordon,  MD 
Gordon  Medical  Scholarship  Program 
6917  Atlantic  Avenue 
Ventnor,  N.  J.,  08406 
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NOTICIAS 


AMERICAN  MEDICAL  ASSOCIATION  TO  SPONSOR  12TH 
NATIONAL  CONFERENCE  ON  THE  MEDICAL  ASPECTS  OF 
SPORTS 

The  12th  National  Conference  on  the  Medical  Aspects 
of  Sports,  sponsored  by  the  American  Medical  Association 
under  the  auspices  of  its  Committee  on  the  Medical  Aspects 
of  Sports,  will  be  held  in  Boston,  Massachusetts,  at  the 
Sheraton-Poston  Hotel  on  November  29,  1970.  The  Con- 
ference is  held  annually  in  conjunction  with  and  on  the 
first  day  of  the  Clinical  Convention  of  the  American  Medical 
Association. 

COURSE  IN  POSTGRADUATE  GASTROENTEROLOGY 

The  American  College  of  Gastroenterology  announces  that 
its  Annual  Course  in  Postgraduate  Gastroenterology  will  be  given 
at  the  Statler  Hilton  in  New  York  City,  on  29,  30,  31  October 
1970. 

For  further  information  and  enrollment,  write  to  the  Amer- 
ican College  of  Gastroenterology,  299  Broadway,  New  York, 
N.  Y.,  10007. 

PUERTO  RICO  SOCIETY  OF  ORAL  SURGEONS 

A few  years  ago  a group  of  oral  surgeons  in  Puerto  Rico 
thought  about  the  possibility  of  joining  together  as  a society 
of  oral  surgeons.  It  see  ned  a remote  possibility  but  as  time 
passed  the  possibility  became  a reality  and  on  November  14, 
1968  the  Puerto  Rico  Society  of  Oral  Surgeons  held  its  first 
meeting. 

The  purpose  f . which  this  Society  was  formed  is  best 
expressed  in  its  constitution:  “The  purpose  of  this  Society 
is  to  associate  a, id  affiliate  into  one  organization  the  Doctors 
of  Dental  Surgery,  and/or  Doctors  of  Dental  Medicine  of 
Puerto  Rico  who  are  engaged  in  the  full  time  practice  of  Oral 
Surgery.  The  interest  of  the  Society  shall  be  to  encourage 
the  study  of  Oral  Surgery,  to  foster  the  highest  standards 
of  education  as  regards  the  specialty  of  Oral  Surgery,  and  to 
monitor  the  practice  of  Oral  Surgery  in  Puerto  Rico  by  a con- 
tinued emphasis  on  improvement  of  education  and  training. 
It  shall  be  the  purpose  of  this  Society  to  disseminate  infor- 
mation and  to  edit  and  publish  material  which  will  be  of  in- 
terest to  Oral  Surgeons  and  other  members  of  the  dental  and 
medical  professions.  It  shall  be  the  purpose  of  this  Society 
to  protect  the  interests  of  its  members  and  in  all  ways  to 
develop  and  further  the  field  of  Oral  Surgery  in  order  to 
elevate  the  standards  and  quality  of  Oral  Surgery  service, 
for  the  benefit  of  our  patients”.  It  is  our  sincere  hope 
that  this  society  will  grow  in  strength  and  in  membership 


and  its  purpose  continuously  fulfilled. 

AMERICAN  SOCIETY  OF  ORAL  SURGEONS  POST  CON- 
FERENCE MEETING 


The  Puerto  Rico  Society  of  Oral  Surgeons  will  host  the 
Post  Conference  Meeting  of  the  American  Society  of  Oral 
Surgeons  in  San  Juan,  Puerto  Rico  on  October  27,  1970. 
The  Scientific  Program  will  be  held  in  the  South  Ballroom 
of  the  Puerto  Rico  Sheraton  Hotel.  Dr.  Ramón  Cabañas 
is  serving  as  the  coordinator  for  this  meeting.  As  contem- 
plated, the  program  will  be  as  follows: 

9:00-9:45  am  - “Management  of  Mid-facial  Fractures”  paper 
by  Leo  Korchin,  DDS,  MS 

9:45-10:30  am  - “Bone  Grafting  in  Oral  Surgery”  paper  by 
Ramón  Cabañas,  DDS 

10:30-11:15  am  - “Management  of  Soft  Tissue  Lacerations” 
paper  by  Lowell  E.  McKelvey,  DDS,  MS 
11:15-12:00  noon  - Panel  Discussion.  Moderator- William 
Sprague,  DDS 

12:00-1:30  pm  - Luncheon  - North  Ballroom. 

1:30-4:30  pm  - Case  Presentations.  Moderator-Ramón  Ca- 
bañas, DDS 

Panelists:  William  Sprague,  DDS,  Donald  Steed,  DDS,  Leo 
Korchin,  DDS,  MS,  Herman  Rodríguez,  DMD,  Lowell  E. 
McKelvey,  DDS,  MS 


FROM  HEW  NEWS: 


When  a Medicare  beneficiary  has  used  more  than  90 
days  of  inpatient  hospital  services  in  a particular  benefit 
period,  he  begins  drawing  on  his  “lifetime  reserve”  of  60 
additional  days  unless  he  elects  not  to  use  his  reserve  days 
and  thus  saves  them  for  a subsequent  hospital  stay. 

Proposed  Medicare  regulations  announced  by  Robert  M. 
Ball,  Commissioner  of  Social  Security,  set  out  the  mies 
under  which  a Medicare  beneficiary  may  elect  not  to  draw 
on  his  lifetime  reserve  — where,  for  example,  he  has  sup- 
plementary private  health  insurance  which  covers  periods  of 
hospitalization  in  excess  of  90  days. 

In  general,  the  election  not  to  draw  on  his  lifetime  reserve 
may  be  made  by  a beneficiary  (or  someone  acting  on  his 
behalf)  at  the  time  of  admission  or  up  to  the  90th  day  after 
discharge. 
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Elliot  L.  Richardson,  Secretary  of  Health,  Education,  and 
Welfare,  announced  publication  of  an  amendment  to  Medicare 
regulations  which  precludes  physicians  with  a financial  interest 
from  sitting  on  committees  w'hich  review  long-stay  cases  in 
hospitals  and  extended  care  facilities. 


The  regulation  is  a final  version  of  a proposed  amendment 
published  in  the  Federal  Register  for  comment  in  October  1969. 

The  change,  which  becomes  effective  immediately,  was 
made  to  eliminate  possible  conflict  of  interest  on  the  part  of 
a committee  member. 


AMERICAN  SOCIETY  OF  HEMATOLOGY 


Thirteenth  Annual  Meeting,  1970,  Puerto  Rico, 
December  5—9 

....  The  Need  for  Early  Reservations 


By  planning  in  advance,  the  San  Juan  Committee  of  the 
American  Society  of  Hematology  has  been  able  to  secure 
an  ample  commitment  of  deluxe  hotel  accomodations  which, 
combined  with  the  excelent  meeting  facilities,  will  make 
San  Juan  an  extremely  attractive  convention  location. 

The  hotels  require  a final  reservation  list  and  deposit 
one  month  in  advance  of  arrival.  Deadline  no  later  than 
November  1. 

Similarly,  the  airlines  serving  San  Juan  are  normally  booked 
to  capacity  many  weeks  in  advance  during  this  season. 

As  a result  of  these  conditions,  the  San  Juan  Committee 
of  the  American  Society  of  Hematology  has  taken  the  follow- 
ing action: 

1.  We  have  appointed  an  official  travel  and  hotel  coor- 
dinating center  at  Travel  Consultants,  Inc.  This  firm  specia- 


lizes in  coordinating  registration,  travel  arrangements,  hotel 
accomodations  and  postconvention  trips. 

2.  We  have  asked  the  Coordination  Center  to  prepare  an 
advance  information  summary  so  that  members,  will  have 
ample  opportunity  to  make  travel,  hotel  and  other  arrange- 
ments well  in  advance  of  the  required  deadlines,  which,  as 
you  can  see  from  the  above  information,  will  be  considerably 
advanced  from  conventions  held  in  the  mainland  cities. 

We  request  the  cooperation  of  all  members  in  arranging 
transportation  through  the  Coordination  Center.  All  tickets 
are  issued  at  standard  published  tariff  rates.  Tickets  may 
be  paid  for  in  any  manner  you  would  use  to  pay  the  air- 
lines—that  is,  by  check  or  by  charging  to  an  air  travel  card 
or  any  other  credit  card  accepted  by  the  airlines. 


( Cut  Along  Dotted  Line  ) 


Make  reservations  with  TRAVEL  CONSULTANTS,  INC.  and  send  with  this  completed  fonn  to: 

ASH  Coordination  Center 
Travel  Consultants,  Inc. 

1025  Connecticut  Avenue,  N.  W. 

Washington,  D.  C.  20036 

REGISTRATION 

NAME 

ADDRESS 

CITY,  STATE,  ZIP TELEPHONE  NUMBER 

Wife’s  first  name  if  accompanying  _ 

Additional  members  of  my  party 

NAME 

ADDRESS 

NAME 


ADDRESS 


Bol.  Asoc.  Méd.  P.  Rico 
Septiembre  1970 
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PRELIMINARY  PROGRAM 


SATURDAY,  DECEMBER  5,  1970 

TRAVEL  DAY 

2:00  pm  to  5:00  pm  - Registration  and  Service  Desks  Open. 

Lobby  of  Puerto  Rico  Sheraton  Hotel. 

4:00  pm  - Tour  of  Old  and  New  San  Juan.  NOTE:  Various 
committee  and  ancillary  meetings  are  planned  for  this 
day.  Specific  times  and  location  will  be  announced  later. 

6:30  pm  to  7:30  pm  - Rum  Swizzle  Reception  - Puerto  Rico 
Sheraton. 

SUNDAY,  DECEMBER  6,  1970 

9:00  am  to  5:00  pm  - Registration  and  Service  Desks  Open. 
Lobby  of  Puerto  Rico  Sheraton  Hotel. 

9:00  am  to  5:00  pm  - Scientific  Program  — presented  by 
standing  scientific  subcommittees  on  immnnohematology, 
erythropoietin,  hemostatsis,  and  white  cells.  Program  to 
be  announced  later.  Educational  Progrum  — Committee 
on  Education  and  Training  will  presenc  seminars,  teaching 
exercises  and  workshops  in  hematology  in  small  groups. 
Educational  exhibits  are  also  being  planned.  Program  to 
be  announced  later. 

1:30  pm  - Excursion  to  El  Yunque  Rain  Forest. 


6:30  pm  to  Midnight  - Puerto  Rican  Fiesta  (Buffet  Dinner- 
Dance)  Casa  de  España.  Old  San  Juan. 

MONDAY,  DECEMBER  7,  1970 

9:00  am  to  5:00  pm  - Registration  and  Service  Desks  Open. 
Lobby  of  Puerto  Rico  Sheraton  Hotel. 

9:00  am  to  5:00  pm  - General  Scientific  Meeting  and  pre- 
sentation of  papers.  Topics  and  exact  locations  to  be 
announced  later. 

8:,00  pm  to  10:00  pm  - Concert  by  the  Puerto  Rico  Conserva- 
tory of  Music  Orchestra:  Pablo  Casals  - President;  Victor 
Tevah  - Director 

TUESDAY,  DECEMBER  8,  1970 

9:00  am  to  5:00  pm  - Registration  and  Service  Desks  Open. 
Lobby  of  Puerto  Rico  Sheraton  Hotel. 

9:00  am  to  5:00  pm  - General  Scientific  Meeting  and  pre- 
sentation of  papers.  Topics  and  exact  locations  to  be 
announced  later. 

WEDNESDAY,  DECEMBER  9,  1970 

Departure  for  home  cities  and  post-convention  tours. 


SEXAGESIMA  OCTAVA 
CONVENCION  ANUAL 

ASOCIACION  MEDICA  DE  PUERTO  RICO 

SAN  JUAN,  PUERTO  RICO 


NOVIEMBRE  3-7,  1970 


Achrocidin  Tablets  and  Syrup 

Tetracycline  HC1— Antihistamine— Analgesic  Compound 

Each  tablet  contains:  ACHROMYCIN®  Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  Citrate  25  mg. 

ACHROCIDIN  Tetracycline  HC1— Antihistamine— Analgesic  Compound  Tablets  and  Syrup  are  recommended  for  the  treatment 
of  tetracycline-sensitive  bacterial  infection  which  may  complicate  vasomotor  rhinitis,  sinusitis  and  other  allergic  diseases  of  the 
upper  respiratory  tract,  and  for  the  concomitant  symptomatic  relief  of  headache  and  nasal  congestion.  For  children  and  elderly 
patients  you  may  prefer  caffeine-free  ACHROCIDIN  Syrup.  Each  5 cc  contains:  ACHROMYCIN  Tetracycline  equivalent  to 
Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Salicylamide  150  mg.;  Ascorbic  Acid  (C)  25  mg.;  Pyrilamine  Maleate  15  mg. 


Contraindications:  Hypersensitivity  to  any 
component. 

Warning:  In  renal  impairment,  since  liver  tox- 
icity is  possible,  lower  doses  are  indicated;  dur- 
ing prolonged  therapy  consider  serum  level 
determinations.  Photodynamic  reaction  to  sun- 
light may  occur  in  hypersensitive  persons. 
Photosensitive  individuals  should  avoid  expo- 
sure; discontinue  treatment  if  skin  discomfort 
occurs. 

Precautions:  Drowsiness,  anorexia,  slight  gas- 
tric distress  can  occur.  In  excessive  drowsi- 
ness, consider  longer  dosage  intervals.  Persons 


on  full  dosage  should  not  operate  vehicles. 
Nonsusceptible  organisms  may  overgrow;  treat 
superinfection  appropriately.  Treat  beta- 
hemolytic  streptococcal  infections  at  least  10 
days  to  help  prevent  rheumatic  fever  or  acute 
glomerulonephritis.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming  tissue 
and  may  cause  dental  staining  during  tooth 
development  (last  half  of  pregnancy,  neonatal 
period,  infancy,  early  childhood). 

Adverse  Reactions:  Gastrointestinal—  anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossi- 
tis, enterocolitis,  pruritus  ani.  Skin— maculo- 


papular  and  erythematous  rashes;  exfoliative 
dermatitis;  photosensitivity;  onycholysis,  nail 
discoloration.  Kidney— dose-related  rise  in 
BUN.  Hypersensitivity  reactions— urticaria, 
angioneurotic  edema,  anaphylaxis.  Intracranial 
—bulging  fontanels  in  young  infants.  Teeth- 
yellow-brown  staining;  enamel  hypoplasia. 
Blood— anemia,  thrombocytopenic  purpura, 
neutropenia,  eosinophilia.  Liver— cholestasis  at 
high  dosage. 

Upon  adverse  reaction,  stop  medication  and 
treat  appropriately. 


LEDERLE  LABORATORIES,  A Division  of  American  Cyanamid  Company,  Pearl  River,  New  York  10965 


535-' 


Remember  how  great 
milk  of  magnesia  tasted  ? 


Almost  as  good  as  castor  oil. 

But  now  you  can  spare  the 
taste  buds  and  spoil  the  patient  with  a 
modern  Dulcolax  tablet  or  suppository. 

And  Dulcolax  works  so  pre- 
dictably that  the  time  of  bowel  move- 
ment can  often  be  predicted.  Tablets 
taken  at  night  usually  produce  a bowel 
movement  the  following  morning. 
Suppositories  generally  work  in  15 
minutes  toan  hour. 


For  preoperative  preparation, 
a combination  of  tablets  at  night  and  a 
suppository  the  next  morning  usually 
cleans  the  bowel  thoroughly. 

Dulcolax  suppositories  may 
be  particularly  helpful  when  straining 
should  be  avoided,  as  in  postoperative 
care.  Keep  in  mind,  however,  that  the 
drug  is  contraindicated  in  the  acute  sur- 
gical abdomen. 

Dulcolax . . . it’s  predictable 

bisacodyl 


‘What  she  really  needs,  Doctor,  is  a shot  of  penicillin’ 


Maybe.  Maybe  not.  In  any  case  she  needs  something  to 
control  her  sneezing,  watery  eyes  and  runny  nose.  And  for 
most  children  over  six,  Novahistine®  LP  can  be  depended 
on  to  provide  fast  relief  from  summer  colds  and  allergy. 
These  continuous-release  tablets  have  a vasoconstrictor- 
antihistamine  formulation  that  begins  working  in  minutes, 
ten  continues  to  provide  relief  for  hours.  A single  Nova- 
dme LP  tablet,  morning  and  evening,  can  keep  most 


g patients  free  of  symptoms  all  day  and  all  night.  Use 

rantinn  in  ¡nrfiwiHi  laic 

Novahistine 

decongestant 


with  caution  in  individuals 
with  severe  hypertension, 
diabetes  mellitus,  hyperthy- 
roidism or  urinary  retention. 
Caution  ambulatory  patients 
that  drowsiness  may  result. 


(Each  tablet  contains  25  mg.  of  phenylephrine 
hydrochloride  and  4 mg.  of  chlorpheniramine  ] 
maleate.) 


THE  DOW  CHEMICAL  COMPANY  Rx  Pharmaceuticals  Indianapolis 
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JUDGE  ANTIBIOTICÍOINTMENTS  HERE 


Results  on  skin  are  final  proof  of  any  topical  antibiotic’s  effectiveness 

No  in  vitro  test  can  duplicate  a clinical  situation  on  living  skin.  ‘Neosporin’  (polymyxin  B 
— bacitracin  — neomycin)  Ointment  has  consistently  proven  its  effectiveness  in  thousands  of 
cases  of  bacterial  skin  infection.  The  spectra  of  the  three  antibiotics  overlap  in  such  a way 
as  to  provide  bactericidal  action  against  most  pathogenic  bacteria  likely  to  be  found  topically. 
Diffusion  of  the  antibiotics  from  the  special  petrolatum  base  is  rapid  since  they  are  insoluble 
in  the  petrolatum,  but  readily  soluble  in  tissue  fluids.  The  Ointment  is  bland  and  nonirritating. 

Caution:  As  with  other  antibiotic  preparations,  prolonged  use  may  result  in  overgrowth  of  nonsuscep- 
ti ble  organisms  and/or  fungi.  Appropriate  measures  should  be  taken  if  this  occurs.  Articles  in  the 
current  medical  literature  indicate  an  increase  in  the  prevalence  of  persons  allergic  to  neomycin. 
The  possibility  of  such  a reaction  should  be  borne  in  mind. 

Contraindications:  This  product  is  contraindicated  in  those  individuals  who  have  shown  hyper- 
sensitivity to  any  of  its  components. 

Supplied:  Tubes  of  1 02.,  V2  oz.  with  applicator  tip,  and  Vb  oz.  with  ophthalmic  tip. 

Complete  literature  available  on  request  from  Professional  Services  Dept.  PML. 


‘NEOSPORIN’ 


brand 


POLYMYXIN  B-BACITRACIN-NEOMYCIN 

OINTMENT 


m!UiU  BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC.,  Tuckahoe,  N.Y. 
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Clinical  Extension 
of  a pure 
Smooth  Muscle 
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NOTE:  The  hig 
of  Trocinate  pern 
lion  in  dosage 
smooth  muscle 

mg.  dosage  ust 
rapeulic  blood  lev 
sage  after  r*li*f 
time  between  i 
ing  the  > 

The  pro  , 
consciousness  of  the  f 
return  of  symptom 
spacing  and  to  dele, 
ment  is  compi 
twelve  or  sixte 
usually  correct  _ 
tablets  for  a reserve. 
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TROCINATE 


Brand  THIPHENAMIL  HC1 

400  mg./100  mg.  S/C  tablets 

Trocinate  relaxes  all  smooth  muscles.  Its  direct  action  (muscu- 
lotropic)  does  not  involve  the  autonomic  nervous  system  and  it  is 
not  mydriatic.  It  is  metabolized  by  the  body  and  eliminated  in  the 
urine  as  harmless  degradation  products.  Trocinate  has  a remark- 
able history  of  freedom  from  side-effects. 

When  a pure  direct-acting  smooth  muscle  relaxant  is  indicated, 
Trocinate  is  the  drug  of  choice. 

DIARRHEA  (functional)  . . . the  first  400  mg. 
tablet  usually  relieves  the  discomfort  of  diarrhea  so 
promptly  that  it  ceases  to  be  a bother. 
DIVERTICULITIS-MUCOUS  COLITIS 
. . . the  accompanying  discomforts  can  be  relieved  by 
this  direct  smooth  muscle  relaxant. 

BLADDER  SPASM  . . . relaxation  is  immediate. 
One  or  two  tablets  condition  the  bladder  for  cystoscopy 
in  one  hour. 

SPASTIC  URETER  ...  the  specific  relaxing  effect 
of  Trocinate  on  the  spastic  ureter  has  been  proven  by 
animal  studies  and  affirmed  clinically.  (J.  Urol. 
73:487-93 ) 

PRESCRIBING  INFORMATION 

WARNING:  Do  not  give  in  advanced  kidney  or  liver  disease. 
PRECAUTIONS:  Trocinate  relaxes  all  smooth  muscles.  Large 
dosage  or  prolonged  usage  may  cause  feeling  of  weakness  or  can 
theoretically  precipitate  gall-bladder  colic,  due  to  relaxing  the 
vascular  and  duct  systems.  Caution  should  be  observed  in  patients 
with  urinary  bladder  obstruction.  DOSAGE:  400  mg.  May  be 
repeated  in  4 hours.  After  relief,  lengthen  the  dose  frequency, 
(see  side  note) 

WILLIAM  P.  PO YTHRESS  & CO.,  INC. 

RICHMOND,  VIRGINIA  23217 


Cuando  comen  lo  que  les  gusta 
y no  lo  que  deben 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 

Unicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 


Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg. 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg- 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  5 mg. 

Potasio  (como  sulfato)  5 mg. 

Posología;  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 


Upjohn 


PR  5226.1  MAY,  1969 
6811  MARCA  REGISTRADA  EN  E.U.A.t  UNICAP  THERAPEUTIC 


UPJOHN  INTER-AMERICAN  CORPORATION  / CAPARRA  / PUERTO  NUEVO 


anxiety: 
the  tyrant 


Excessive  anxiety  can  often  dominate  the  patient  made 
vulnerable  by  illness,  surgery,  prolonged  emotional  stress.  It  can 
induce  or  aggravate  symptoms,  disrupt  medical  management, 
divert  energy  the  patient  needs  for  recovery. 

The  antianxiety  action  of  Librium®  (chlordiazepoxide  HCD— 
used  adjunctively  or  alone— has  demonstrated  clinical 
usefulness  in  virtually  every  field  of  medical  practice  where 
anxiety  complicates  the  patient's  condition. 


for  the  patient 
ruled  by  anxiety 

Librium0 

(chlordiazepoxide 
HCl)  5-mg,  10-mg, 
25-mg  capsules 

Before  prescribing,  please  consult  com- 
plete product  information,  a summary  of 
which  follows : 

Indications:  Indicated  when  anxiety,  ten- 
sion and  apprehension  are  significant 
components  of  the  clinical  profile. 
Contraindications:  Patients  with  known 
hypersensitivity  to  the  drug. 

Warnings:  Caution  patients  about  possible 
combined  effects  with  alcohol  and  other 
CNS  depressants.  As  with  all  CNS-acting 
drugs,  caution  patients  against  hazardous 
occupations  requiring  complete  mental 
alertness  (e.g.,  operating  machinery, 
driving).  Though  physical  and  psychologi- 
cal dependence  have  rarely  been  re- 
ported on  recommended  doses,  use 
caution  in  administering  to  addiction- 


prone  individuals  or  those  who  might 
increase  dosage,-  withdrawal  symptoms 
(including  convulsions),  following  dis- 
continuation of  the  drug  and  similar  to 
those  seen  with  barbiturates,  have  been 
reported.  Use  of  any  drug  in  pregnancy, 
lactation,  or  in  women  of  childbearing 
age  requires  that  its  potential  benefits  be 
weighed  against  its  possible  hazards. 
Precautions:  In  the  elderly  and  debilitated, 
and  in  children  over  six,  limit  to  smallest 
effective  dosage  (initially  10  mg  or  less 
per  day)  to  preclude  ataxia  or  overseda- 
tion, increasing  gradually  as  needed  and 
tolerated.  Not  recommended  in  children 
under  six.  Though  generally  not  recom- 
mended, if  combination  therapy  with 
other  psychotropics  seems  indicated, 
carefully  consider  individual  pharmaco- 
logic effects,  particularly  in  use  of  po- 
tentiating drugs  such  as  MAO  inhibitors 
and  phenothiazines.  Observe  usual  pre- 
cautions in  presence  of  impaired  renal  or 
hepatic  function.  Paradoxical  reactions 
(e.g.,  excitement,  stimulation  and  acute 
rage)  have  been  reported  in  psychiatric 
patients  and  hyperactive  aggressive 
children.  Employ  usual  precautions  in 
treatment  of  anxiety  states  with  evidence 
of  impending  depression;  suicidal  ten- 
dencies may  be  present  and  protective 


measures  necessary.  Variable  effects 
on  blood  coagulation  have  been  reported 
very  rarely  in  patients  receiving  the  drug 
and  oral  anticoagulants;  causal  relation- 
ship has  not  been  established  clinically. 
Adverse  Reactions:  Drowsiness,  ataxia  and 
confusion  may  occur,  especially  in  the 
elderly  and  debilitated.  These  are  re- 
versible in  most  instances  by  proper 
dosage  adjustment,  but  are  also  occasion 
ally  observed  at  the  lower  dosage  ranges 
In  a few  instances  syncope  has  been 
reported.  Also  encountered  are  isolated 
instances  of  skin  eruptions,  edema,  minor 
menstrual  irregularities,  nausea  and 
constipation,  extrapyramidal  symptoms, 
increased  and  decreased  libido  — all  in- 
frequent and  generally  controlled  with 
dosage  reduction;  changes  in  EEG  pat- 
terns (low-voltage  fast  activity)  may 
appear  during  and  after  treatment; 
blood  dyscrasias  (including  agranulocyto- 
sis), jaundice  and  hepatic  dysfunction 
have  been  reported  occasionally,  making 
periodic  blood  counts  and  liver  function 
tests  advisable  during  protracted  therapy. 
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if  he  stops  smoking 
if  he  takes  Arlidin 

^ # (nylidrin  HC1) 

the  improvement 
can  be  significant ! 


in  peripheral  vascular  disease:  exercise  “Exercise  is 

the  specific  physiologic  stimulus  for  producing  vasodilation  in  skeletal  muscle.  ”x 
SMOKING  “The  first  and  most  important  consideration  of  treatment  is  firm  insistence 
that  the  patient  stop  smoking  immediately  and  permanently.  The  reason  for  this  is  the 
powerful  vasoconstricting  action  of  smoking  which  is  responsible  for  diminishing  the 
peripheral  circulation  to  a great  degree.”2  ARLIDIN  The  overall  physiological  effect  of  a 
therapeutic  agent  should  be  similar  to  exercise— that  is,  both  to  increase  cardiac  output 
and  to  produce  peripheral  vasodilation.3  “The  ideal  agent  should  be  administered  in  the 
same  way  that  we  prescribe  exercise— that  is,  three  or  four  times  a day  for  many  years 
rather  than  for  several  weeks.  The  therapeutic  goal  is  to  increase  blood  flow  through  the 
capillary  beds  by  way  of  a patent  and  constantly  expanding  collateral  blood  supply.  At 
this  time,  I am  aware  of  only  one  agent  which  fulfills  the  requirements  as  outlined  above, 
namely  nylidrin  (Arlidin).”3 

Contraindications:  Acute  myocardial  infarction.  (Fol- 
lowing myocardial  infarction,  the  initiation  or  reestab- 
lishment of  this  therapy  should  be  undertaken  in  the 
same  way  as  physical  exercise.  After  a reasonable  heal- 
ing period,  gradual  upward  adjustment  of  dosage  to 
therapeutic  levels  may  be  attempted.)  Precautions:  Use 
with  caution  in  the  presence  of  a recent  myocardial 
lesion,  paroxysmal  tachycardia,  severe  angina  pectoris 
and  thyrotoxicosis.  Adverse  Reaction:  Occasional  pal- 
pitation. Dosage:  V2  to  1 tablet  (3  to  6 mg.)  three  or 
four  times  a day  is  the  usual  effective  dosage;  increased, 
if  necessary,  to  2 tablets  three  or  four  times  a day. 
Parenterally,  0.5  cc.  by  subcutaneous  or  intramuscular 
injection;  increased  gradually  to  1 cc.  one  or  more  times 
daily,  as  needed.  Available:  Tablets:  6 mg.  scored,  bot- 
tles of  50,  100,  and  500.  Parenteral:  5 mg.  per  cc.,  1 cc. 
ampuls  (6  per  box);  10  cc.  multiple-dose  vials  (1  per 
box).  References:  1.  deCrinis,  K.,  Redisch,  W.  and 
Steele,  J.M.:  Proc.  Soc.  Exper.  Biol.  Med.  102:29,  1959. 
2.  Samuels,  S.S.:  Med.  Times  <55:332, 1960.  3.  Karpman, 
H.L.:  Cañad.  Med.  Ass.  J.  94: 457,  1966. 

(nylidrin  HC/J  (USV) 

USV  PHARMACEUTICAL  CORPORATION 
New  York,  N.Y.  10017 
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Menrium  treats 
the  menopausal 
symptoms 

that  bother  him 
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His  wife  has  a lot  of  different 
íenopausal  symptoms,  but  only  a few 
-ally  irritate  him.  Her  hot  flashes,  her 
ertigo,  her  palpitations — that’s  her 
roblem.  What  really  bothers  him  is 
er  nervousness,  her  irritability  and 
er  excessive  anxiety,  often  expressed 
y endless  “book'shuffling,  chain- 
noking,  reading-lamp”  insomnia! 

Menrium  takes  care  of  hot  flashes, 
ertigo,  palpitations  in  most 
tenopausal  women.  Menrium 
rovides  the  well-known  antianxiety 
:tion  of  chlordiazepoxide  (Librium®) 
nd  water-soluble  esterified  estrogens. 

; therefore  relieves  more  symptoms 
ran  either  component  separately. 

: takes  care  of  the  vasomotor 
/mptoms  as  well  as  the  emotional 
/mptoms.  This  means  the  symptoms 
rat  bother  his  wife  most.  And  the 
/mptoms  that  irritate  him  most. 

So,  to  help  them  both  get  through 
er  menopause,  remember  Menrium. 


Before  prescribing,  please  consult  complete  product  informa- 
tion, a summary  of  which  follows: 

Indications:  Management  of  manifestations  generally  associated 
with  the  menopausal  syndrome — anxiety  and  tension,  vasomotor 
complaints  and  hormonal  deficiency  states. 

Contraindications:  Women  with  cancer  of  breast  or  genitalia, 
except  inoperable  cases,  and  those  with  known  hypersensitivity  to 
chlordiazepoxide  and/or  esterified  estrogens. 

Warnings:  Caution  patients  about  possible  combined  effects  with 
alcohol  and  other  CNS  depressants.  As  with  all  CNS-acting  drugs, 
caution  patients  against  hazardous  occupations  requiring  complete 
mental  alertness  (e.g.,  operating  machinery,  driving).  Exclude  other 
possible  causes  of  menopausal  syndrome  manifestations,  such  as 
pregnancy.  Though  physical  and  psychological  dependence  have  rarely 
been  reported  on  recommended  doses,  use  caution  in  administering  to 
addiction-prone  individuals  or  those  who  might  increase  dosage; 
withdrawal  symptoms  (including  convulsions)  similar  to  those  seen 
with  barbiturates  have  been  reported  following  discontinuance  of 
chlordiazepoxide  HC1.  Potential  benefits  of  use  in  pregnancy,  lactation 
or  women  of  childbearing  age  should  be  weighed  against  possible 
hazards  to  mother  and  child.  Clinical  data  inadequate  on  safety 
in  pregnancy. 

Precautions:  In  elderly  and  debilitated  patients,  limit  dosage  to 
smallest  effective  amount  of  chlordiazepoxide  (initially  10  mg  or  less 
per  day)  to  preclude  ataxia  or  oversedation;  increase  gradually  as 
needed  and  tolerated.  Though  generally  not  recommended,  if  combina- 
tion therapy  with  other  psychotropics  seems  indicated,  carefully 
consider  individual  pharmacologic  effects — particularly  in  use  of 
potentiating  drugs  such  as  MAO  inhibitors  and  phenothiazines. 
Observe  usual  precautions  in  patients  with  impaired  renal  or  hepatic 
function.  Paradoxical  reactions  to  chlordiazepoxide  (e.g.,  excitement, 
stimulation  and  acute  rage)  have  been  reported  in  psychiatric  patients. 
Employ  usual  precautions  in  the  treatment  of  anxiety  states  with 
evidence  of  impending  depression;  suicidal  tendencies  may  be  present 
and  protective  measures  necessary.  Variable  effects  on  blood  coagula- 
tion very  rarely  reported  in  patients  receiving  Librium®  (chlordiaz- 
epoxide) and  oral  anticoagulants. 

Adverse  Reactions:  Untoward  effects  seen  with  either  compound 
alone  may  occur  with  Menrium.  With  chlordiazepoxide,  drowsiness, 
ataxia  and  confusion  reported  in  some  patients,  particularly  in  the 
elderly  and  debilitated;  while  usually  avoided  by  proper  dosage  adjust- 
ment, these  are  occasionally  observed  at  lower  dosage  ranges.  Also 
reported  have  been  a few  instances  of  syncope;  isolated  occurrences  of 
skin  eruptions,  edema,  minor  menstrual  irregularities,  nausea  and 
constipation,  extrapyramidal  symptoms,  increased  and  decreased 
libido,  and  occasional  reports  of  blood  dyscrasias,  including  agranu- 
locytosis, jaundice  and  hepatic  dysfunction.  Periodic  blood  counts  and 
liver  function  tests  advisable  during  protracted  treatment.  Changes  in 
EEG  patterns  (low-voltage  fast  activity)  observed  during  and  after 
chlordiazepoxide  treatment. 

With  estrogens,  headache,  nausea  and  vomiting,  anorexia, 
gastrointestinal  discomfort,  dysuria  and  urinary  frequency,  jitteriness, 
breast  engorgement,  formation  of  breast  cysts,  skin  rashes  and  pruritus 
occasionally  seen.  Administration  may  also  be  associated  with 
uterine  bleeding  and/or  followed  by  withdrawal  bleeding. 

Usual  Dosage:  One  tablet  t.i.d.  for  21  days,  followed  by  one-week 
rest  periods. 


5 mg  chlordiazepoxide 


5 mg  chlordiazepoxide 


10  mg  chlordiazepoxide 


0.2  mg  water-soluble 
esterified  estrogens 


0.4  mg  water-soluble 
esterified  estrogens 


0.4  mg  water-soluble 
esterified  estrogens 


For  natural  formulas 


A veal  food  formula 
costs  less  than 


any  other. 


There's  nothing  artificial 
about  a Carnation  Evaporated 
Milk  formula.  It's  real 
With  naturally  occurring 
protein  and  all  other  nutrients 
intact.  Add  supplementary 
vitamins  and  carbohydrate 
and  it's  a complete,  nourishing^ 
diet  that  actually  costs 
less  than  any  modified 
milk.  As  much  as  35% 
less  according  to  a 
recent  report.* 


*"Economy  in  Nutrition  and  Feeding  of  Infants."  American  Journal  of  Public  Health,  Vol.  56,  No.  56. 

CARNATION®  EVAPORATED  MILK,  CARNATION  COMPANY  LOS  ANGELES.  CALIF  90036 


No  matter  how  good 
your  present  anesthesia 
machine  is, 
the  Heidbrink’DM  5000 
is  better. 


Better  because 

no  tedious  calculations 
are  required. 

Built-in,  electrically  heated 
vaporizers  precisely  control 
agent  vapor  pressure. 

Long  scale  [11")  flowmeters 
are  calibrated  directly  in 
flow  rate  of 
gases  and  vapors. 
Static-dissipating  shield 
protects  flowmeters. 
Flowmeters  are 
compensated  for  ambient 
barometric  pressure  and 
are  insensitive  to  patient 
circuit  pressure  variations. 
Anesthesia  agents  may 
be  changed  in  “mid-stream.” 
Pressure  gauges  and 
oxygen  flush  valve  are 
conveniently 
front-mounted. 

Large  flat  surfaces  are 
easily  cleaned. 
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Río  Piedras,  P.  R.  764-1940 


Manuel  Camuñas  No.  10 
Urb.  Industrial  Tres  Monjitas 
Hato  Rey,  P.  R.  765-7445 
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Achrocidin  Tablets  and  Syrup 

Tetracycline  HC1— Antihistamine— Analgesic  Compound 

Each  tablet  contains:  ACHROMYCIN®  Tetracycline  HCI  125  mg.;  Phenacetin  120  mg.;  Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  Citrate  25  mg. 


ACHROCIDIN  Tetracycline  HCI— Antihistamine— Analgesic  Compound  Tablets  and  Syrup  are  recommended  for  the  treatiii 
of  tetracycline-sensitive  bacterial  infection  which  may  complicate  vasomotor  rhinitis,  sinusitis  and  other  allergic  diseases  o li 
upper  respiratory  tract,  and  for  the  concomitant  symptomatic  relief  of  headache  and  nasal  congestion.  For  children  and  eh  rl 
patients  you  may  prefer  caffeine-free  ACHROCIDIN  Syrup.  Each  5 cc  contains:  ACHROMYCIN  Tetracycline  equivale  t 
Tetracycline  HCI  125  mg.;  Phenacetin  120  mg.;  Salicylamide  150  mg.;  Ascorbic  Acid  (C)  25  mg.;  Pyrilamine  Maleate  1£  i| 


Contraindications:  Hypersensitivity  to  any 
component. 

Warning:  In  renal  impairment,  since  liver  tox- 
icity is  possible,  lower  doses  are  indicated;  dur- 
ing prolonged  therapy  consider  serum  level 
determinations.  Photodynamic  reaction  to  sun- 
light may  occur  in  hypersensitive  persons. 
Photosensitive  individuals  should  avoid  expo- 
sure; discontinue  treatment  if  skin  discomfort 
occurs. 

Precautions:  Drowsiness,  anorexia,  slight  gas- 
tiic  distress  can  occur.  In  excessive  drowsi- 
ness, consider  longer  dosage  intervals.  Persons 


on  full  dosage  should  not  operate  vehicles. 
Nonsusceptible  organisms  may  overgrow;  treat 
superinfection  appropriately.  Treat  beta- 
hemolytic  streptococcal  infections  at  least  10 
days  to  help  prevent  rheumatic  fever  or  acute 
glomerulonephritis.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming  tissue 
and  may  cause  dental  staining  during  tooth 
development  (last  half  of  pregnancy,  neonatal 
period,  infancy,  early  childhood). 

Adverse  Reactions:  Gastrointestinal— anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossi- 
tis, enterocolitis,  pruritus  ani.  Skin— maculo- 


papular  and  erythematous  rashes;  exfol  ¡' 
dermatitis;  photosensitivity;  onycholysis  ia 
discoloration.  Kidney— dose-related  ri  i 
BUN.  Hypersensitivity  reactions— urti  i 
angioneurotic  edema,  anaphylaxis.  Intrac  n 
—bulging  fontanels  in  young  infants.  T h 
yellow-brown  staining;  enamel  hypop  T 
Blood—  anemia,  thrombocytopenic  pur  r 
neutropenia,  eosinophilia.  Liver— cholesta  ¡ 
high  dosage. 

Upon  adverse  reaction,  stop  medicatior  .v 
treat  appropriately. 


LEDERLE  LABORATORIES,  A Division  of  American  Cyanamid  Company,  Pearl  River,  New  York  10965 


5 


GENERAL  GUIDE  TO  THE  DIAGNOSIS  AND 
TREATMENT  OF  POISONINGS 


Poisoning  is  today  a frequent  emergency  that 
the  busy  physician  lias  to  face.  Fortunately 
most  persons  survive,  either  because  it  was,  in  fact, 
no  poisoning  (false  alarm);  or  it  was  only  mildly 
toxic;  or  that  not  enough  was  taken;  or  because 
an  early  reliable  diagnosis  was  made  and  proper  treat- 
ment and  management  was  given  (1).  This  last  reason 
is  the  purpose  of  our  short  communication. 

The  nature  and  pattern  of  poisoning  seen  in  Puerto 
Rico  is  varied  (2).  The  following  suggestions  are  of- 
fered as  a general  guide  for  the  rapid  presumptive 
diagnosis  and  treatment  of  some  of  the  common 
poisoning  in  Puerto  Rico  (3). 

General  Guide 

In  cases  of  suspected  poisoning  rapid  decisions 
must  be  made,  and  immediate  action  taken. 

If  splashed  on  body  or  clothing:  Using  rubber 
gloves,  remove  all  the  clothes;  then  wash  the  entire 
body  thoroughly  with  soap  and  water. 

Immediately  attempt  to  remove  the  toxic  substance 
by  stomach  tube  or  emetics,  with  great  caution  (to 
prevent  aspiration  into  lungs);  unless  contraindicated 
by  coma,  convulsions,  corrosives,  or  petroleum  disti- 
llates. 

Purge  with  saline  cathartics  (30  gms  or  a tablespoon 
of  sodium  sulfate  in  a 1/2  glass  of  water). 

Milk  is  very  useful  as  a diluent  prior  to  lavage  or 
emesis;  it  is  also  very  useful  as  a coprecipitant  or  mild 
demulcent. 

Fats  or  oils  are  contraindicated  as  demulcent  in 
poisonings  with  camphor,  phenols  and  derivatives,  naph- 
tha, chlorinated  hydrocarbons  and  insecticide  hydro- 
carbons. 

Epinephrine  or  derivatives  are  contraindicated  (can 
produce  serious  arrythmias)  with  carbon  tetrachloride, 
chloroform,  chloral  hydrate,  chlorinated  hydrocarbon 
insecticides,  or  organic  phosphate  ester  type  insecticides. 
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When  the  type  or  nature  of  the  poison  is  unknown, 
one  may  use  the  “universal  antidote’  which  consists 
of  charcoal  (2  parts)  + tannin  (1  part)  + MgO  (1  part); 
or  even  better,  use  activated  animal  charcoal  alone,  (1 
tablespoon  or  15  gms)  in  1/2  glass  of  lukewarm  water 
and  then  remove  by  gastric  lavage. 

Other  measures  to  he  taken  are  symptomatic  correc- 
tive treatment,  and  supportive  measures  such  as:  Phy- 
siological antagonism  using  mild  hypnotics  with  caution 
for  excitation  or  convulsions;  maintainance  of  body 
heat,  blood  pressure,  fluids,  and  electroytes  and  acid- 
base  balance;  prevent  or  correcting  circulatory  and/or 
respiratory  difficulties;  maintaining  a patent  air  way; 
preventing  superimposed  infection  with  antibiotics;  re- 
lieving pain  as  well  as  urinary  and  bowel  retention. 

Specific  treatment  is  available  for  some  poisons  such 
as: 

BAL  for  arsenic  or  mercury 

Edathamil  (EDTA)  for  lead 

Atropine  for  parathion  and  other  organic  phosphate 
esters 

Sodium  bicarbonate  for  salicylates  or  methanol 

Each  treatment  vial  will  have  further  information  on 
dose,  treatment  and  contraindications.  Read  it  prior 
to  use. 

Consult  your  nearest  Poison  Control  Center  for 
further  support  if  necessary: 

I.  San  Juan  Area  - Centro  Médico 

764-3515  - Physician  in  charge;  according  to 
duty  Roster 

II.  Ponce  District  Hospital 
842-8364  - Dr.  Luis  A.  Rosario,  Jefe 
842-2080  - Cuadro 

U\. Fa  jar  do  District  Hospital 

863-0505  - Dr.  Rafael  Franco  Santiago,  Jefe 

IV . Aguadillo  District  Hospital 

891-0200  - Dr.  Pedro  Mendoza  Mendoza,  Jefe 

V.  Arecibo  District  Hospital 
878-3535  - Dra.  Kabalil  - Dr.  Ramos 

VI.  Coordinator  for  the  Health  Department  of 
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Puerto  Rico 

765-4880  - Dr.  Sidney  Kaye 
765-0615  - Cuadro 

Pesticides 

I.  Insecticides  such  as  the  organic  phosphate  esters; 
(nerve  poisons;  parasympathomimetic;  or  cholinesterase 
inhibitors).  For  a typical  example: 

Parathion:  V ery  toxic  (25  mg),  rapid  onset  of  symp- 
toms. 

Symptoms:  Nausea,  vomiting,  cramps,  excessive 

secretions,  sweating,  tearing  of  eyes,  salivation,  massive 
secretions  into  gut  and  lungs,  frothing  at  mouth  and 
nose  (blowing  bubbles),  difficult  breathing,  pin  point 
pupils,  tremors,  bradycardia,  apprehension,  convulsions, 
diarrhea,  coma,  death  by  respiratory  failure. 

Ireatment:  Use  gloves,  quickly  remove  clothes  and 
wash  hodv  with  soap  and  water.  Clear  the  secretions 
from  air  passage,  correct  cyanosis  by  artificial  respira- 
tion and/or  oxygen  as  necessary.  Immediately  start 
IV  atropine  injection  slowly  (2  mg),  but  not  before 
cyanosis  is  cleared.  Continue  atropine  IV  slowly 
until  symptoms  abate,  and/or  signs  of  atropinization 
appear.  Use  dilated  pupil  as  an  index.  Repeat  again 
slowly  when  respiratory  difficulties  reappear.  Crisis 
may  last  24  to  36  hours.  Glucose  when  given  with 
atropine  seems  to  augment  atropine  antidotal  action. 
P.  A.  M.  (pyridine  aldoxime)  to  support  atropine 
therapy  is  helpful. 

Tests:  (3) 

1.  \ omitus:  Odor  of  onions-garlic. 

2.  Usually  sudden  onset  of  symptoms;  rarely  more 
than  5 hrs.  delayed. 

3.  P-nitrophenol  test:  Distill  vomitus  and  catch  5 cc 
of  distillate;  add  1 pellet  of  NaOH  -*■  yellow  color 
is  positive. 

4.  Tolerance  of  the  atropine,  and  the  corrective 
response  of  the  atropine  treatment  to  the  para- 
sympathomimetic action.  Immediate  relief  is 
evident  but  is  transitory. 

5.  Cholinesterase  activity  is  decreased  in  RBC. 

6.  TLC*;  G.C.** ***;  UV**"*  spectrophtometry,  for  later 
confirmation. 

II.  DDT,  DDD,  Toxaphene,  Chlordane,  Dieldrin,  Aldrin 

(Chlorinated  hydrocarbons):  DDT  is  the  least  toxic 


* Thin  Layer  Chromatography 

**  Gas  Chromatography 

***  Ultra  Violet 


(15  gm)  of  this  group;  Aldrin  is  the  most  toxic  (100 
mg)- 

Symptoms:  Nausea,  vomiting,  restlessness,  anxiety, 
tremors,  convulsions,  coma,  respiratory  difficulties. 

Treatment:  Induce  vomiting,  gastric  lavage,  saline 
cathartics,  barbiturates  with  caution  for  convulsions.  | 
Avoid  oils,  epinephrine  or  stimulants.  Supportive  I 
measures. 

Tests:  No  simple  test  available  (3). 

III.  “Pasta  Eléctrica Phosphorus  (white);  very  toxic  I 

(0.2  gm). 

Symptoms:  Nausea,  vomiting  (persistent),  strong 

corrosive;  shock,  possible  liver  and  kidney  damage 
may  develop  after  24  hours. 

Treatment:  Remove  clothes,  use  gloves,  wash  skin,  : 
gastric  lavage  with  great  care  with  250  mg  of  copper 
sulfate  (several  small  aqueous  portions).  Do  not  give  j 
emetics  or  cathartics.  Support  against  shock,  and  ' 
against  liver  and  kidney  damage.  Guarded  prognosis. 

Tests:  (3) 

1.  Garlic  odor 

2.  Evolving  fumes;  darkens  AgN03  impregnated  on 
filter  paper. 

3.  Phosphorescence  on  distillation  -»  distillate  is  ' 
caught  into  (10  percent)  silver  nitrate  ->  black 
precipitate. 

IV.  Mercury:  Very  toxic  as  HgCl2  (500  mg);  sudden 
onset  of  symptoms. 

Symptoms:  Very  corrosive  to  mouth,  gums  and 

throat;  nausea,  vomiting  is  persistent,  severe  gastric  ( 
pain,  loss  of  fluids  and  electrolytes,  shock,  death. 

Delayed  symptoms  (12  hours  to  several  days),  in- 
jury to  large  bowel  (ulcerative  colitis),  kidney  damage 
and  even  possible  liver  damage.  Death  is  usually  due 
to  renal  failure.  Chronic  symptoms  (resulting  from 
long  exposure  to  trace  amounts)  usually  produce  mental  * 
and  nervous  symptoms  (tremors  and  behavioral  and 
personality  changes). 

Treatment:  Early  gastric  lavage  with  milk.  Demul- 
cents and  morphine  for  pain  as  needed.  Atropine  to 
control  excessive  salivation.  Sodium  bicarbonate  to 
control  acidosis.  Maintain  fluid,  heat,  and  electrolyte 
balance.  Be  alert  for  shock  and  early  kidney  involve- 
ment and  treat  accordingly. 

BAL  is  specific  antidote. 

Supportive  measures. 

Tests:  Deposition  onto  a copper  strip  (Reinsch  Test) 
is  silvery  (3).  é 

Organic  Mercury  compounds  such  as:  Fungicides 
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to  preserve  seeds  and  grain. 

Symptoms  similar  to  above.  Except  gastrointestinal 
symptoms  which  are  rare.  Nervous  symptoms  are 
predominant  and  may  persist  even  months  after  ex- 
posure. BAL  treatment  is  of  no  value  and  may  even 
be  contraindicated. 

V.  Arsenic:  Very  toxic  (200  mg);  sudden  onset 

of  symptoms. 

Symptoms:  Sudden  and  explosive  gastroenteri- 

tis (may  sometimes  be  delayed  1 hour),  very  corro- 
sive, hoarse  voice,  nausea  and  persistent  vomiting, 
“rice  water”  stools,  bloody  diarrhea,  blisters  of  epi- 
thelium, severe  pain,  garlic  odor  of  breath,  tremors, 
loss  of  fluids,  shock,  kidney  damage.  Delayed  acute 
symptoms:  Loss  of  hair,  brittle  finger  nails,  motor 

paralysis,  and  neurologic  signs,  in  addition  to  above 
symptoms.  Chronic  symptoms:  Insidious  generalized 
weakness,  nausea,  vomiting,  capillary  permeability,  nose 
bleeding,  bleeding  gums,  conjuntivitis,  coughing,  derma- 
titis, salivation,  hyperkeratosis  of  palms  and  soles, 
brittle  nails,  edema  of  ankles,  and  lower  eyelids,  pro- 
gressive vague  weakness.  Increased  pigmentation:  “Ar- 
senic melanosis”  seen  on  neck,  eyelids,  or  nipple;  garlic 
odor  to  breath,  renal  and  hepatic  damage  and  degenera- 
tion. Motor  paralysis,  and  peripheral  neuritis,  extremi- 
ties more  involved. 

Treatment:  Gastric  lavage,  saline  cathartics,  main- 
tainance  of  fluid  and  electrolyte  balance,  combat  shock, 
sedation  and,  morphine  for  pain  as  needed.  Supportive 
measures.  BAL  is  specific  treatment  and  very  effective. 

Tests:  Deposition  onto  a copper  strip  is  black 

(Reinsch  Test);  very  sensitive  (3). 

VI.  Lead:  Salts,  low  acute  toxicity  (10  gm);  chronic 
exposure  is  dangerous  to  children.  Lead  tetra- 
ethyl (very  toxic:  100  mg). 

Symptoms:  Results  from  slow  cumulative  exposure. 
Children  are  especially  susceptible,  encephalopathy 
(convulsions);  nausea,  vomiting,  severe  abdominal  pain, 
“lead  colic”,  diarrhea,  followed  by  constipation,  blue- 
black  gum  line,  anemia,  possible  hepatic  and  kidney 
damage,  X-ray  may  show  positive  “spots”  in  long 
bones  and/or  in  gastrointestinal  tract  of  children  when 
exposed.  Central  nervous  system  manifestations,  posi- 
tive coproporphyrine  in  urine,  basophilic  stippling, 
delta-amino-levulinic  acid  in  urine  is  positive,  partial 
paralysis,  collapse,  coma,  death. 

Treatment:  Specific  treatment  is  Edathamil  (EDTA). 
Tests:  (3) 

1.  History  of  exposure. 

2.  Coproporphyrin  III  in  urine. 


Diagnosis  and  Treatment  of  Poisonings 


3.  Positive  X-ray  of  bowel  and/or  long  bones  of 
children. 

4.  Basophilic  stippling  in  RBC. 

5.  Delta-amino-levulinic  acid  in  urine. 

6.  Determination  in  blood  or  urine  is  not  simple 
(But  is  most  reliable). 

VII.  Kerosene:  Solvent  for  insecticides,  also  petro- 
leum distillates  are  very  toxic  if  aspirated  into 
lungs. 

Symptoms:  Irritant  to  eyes  and  skin  and  to  throat 
and  mouth  and  gastrointestinal  tract;  headache,  feeling 
of  intoxication,  dizzy,  nausea,  vomiting,  abdominal 
pain,  diarrhea,  cyanosis,  thirst,  hyperpyrexia,  narcotic- 
like depressant  with  or  without  preceding  excitement 
stage,  visceral  congestion,  respiratory  problems,  as- 
piration into  lungs  produces  a rapid  severe  pulmonary 
edema  and  a chemical  pneumonitis.  Guarded  prog- 
nosis. 

Treatment:  Avoid  emetics  or  indiscriminate  gastric 
lavage  for  fear  of  possible  aspiration  into  lungs.  Very 
careful  gastric  lavage  may  be  performed  when  large 
amounts  have  been  ingested  as  a precaution  against 
aspiration,  and/or  partial  absorption.  Saline  cathartics; 
supportive  measures  as  needed,  oxygen,  artificial  res- 
piration, antibiotics,  support  against  possible  liver  and 
kidney  damage,  reduce  elevated  body  temperature  with 
tepid  towels  and  alcohol  sponges.  Use  demulcents 
but  avoid  oils.  Corticosteroids  may  be  used  as  anti- 
inflammatory. 

Tests:  (3) 

1.  Characteristic  odor,  and  translucence  on  paper. 

2.  Positive  with  Marquis  reagent:  First  extract 

blood  with  dilute  hydrochloric  acid  and  carbon 
tetrachloride. 

3.  UV  and  NIR  for  confirmation. 

VIII.  Strychnine:  Very  toxic  (75  mg);  rapid  onset  of 
symptoms. 

Symptoms:  Convulsive  intermittent  seizures  (grand 
seizures);  increased  sensitivity  to  all  senses,  least  sound 
or  touch  or  movement  stimulates  convulsions.  Death 
due  to  respiratory  failure  as  a result  of  convulsions. 

Treatment:  Prevent  the  convulsions  cautiously  with 
barbiturates,  or  with  succinyl  choline.  Maintain  abso- 
lute quiet,  and  insure  absence  of  stimuli.  After  con- 
vulsions and  hyperactivity  are  under  control,  remove 
by  gastric  lavage  using  activated  animal  charcoal. 

Tests:  (3) 

1.  Alkaloid  precipitant  tests  (Wagners,  Mayers,  Picric 
Acid). 

2.  Fading  purple  tests  2 drops  H2SO4,  then  streak 


286 


Volumen  62 
Núm.  10 


Sidney  Kaye,  MSc,  PhD 


1 crystal  of  through.  Strong  purple-* 

blue  ~*  green  ~*  yellow. 

3.  TLC,  GC,  UV  spectrophotometer  for  later  con- 
firmation. 


Drugs 

IX.  Barbiturate  derivatives  and  other  similar  acting 
hypnotics,  sedatives  or  depressant  drugs: 

MLD  - 1 gm  to  5 gm;  (short  -*  long). 

Symptoms:  Lethargy,  depression,  sleep,  coma,  hy- 
popyrexia,  fall  in  blood  pressure,  respiratory  depression, 
anoxia,  cyanosis,  retention  of  urine,  areflexia,  deep 
coma,  shock. 

Treatment:  Carefully  evaluate  all  reflexes.  This  is 
an  excellent  guide  as  to  the  depth  of  depression.  At 
all  times  maintain  adequate  respiratory  exchange.  Keep 
air  passages  open,  prevent  aspiration.  Tracheotomy 
should  he  performed  if  indicated  by  excessive  secretion 
and  difficulty  in  maintaining  a clear  airway.  Apply 
artificial  respiration,  or  oxygen  if  indicated,  using 
an  endotracheal  tube  if  airway  is  obstructed. 

Remove  as  much  of  the  drug  as  possible  by  gastric 
lavage  taking  every  precaution  to  avoid  aspiration. 
Avoid  emetics  if  patient  is  depressed.  Saline  cathartic 
introduced  into  the  gastrointestinal  tract  should  further 
minimize  absorption  of  drug. 

Maintain  adequate  circulatory  activity  with  5 per- 
cent glucose  in  water  and/or  vasopressor  in  dosage 
just  adequate  to  maintain  near  normal  blood  pressure, 
as  needed. 

Carefully  evaluate  all  reflexes  at  all  stages  to  guide 
further  therapy. 

Place  patient  on  his  side  so  as  to  minimize  dangers 
of  aspiration.  Turn  him  at  regular  intervals  to  prevent 
hypostatic  pneumonitis.  Broad  spectrum  antibiotic 
should  be  given  prophylaetieally.  Inflate  lungs  fully 
with  room  air  at  least  once  every  three  hours  to  di- 
minish atelectasis. 

Maintain  nutritional  fluids,  electrolyte  balance,  body 
heat  and  water  balance.  Catheterize  the  urinary  bladder 
as  necessary  . 

To  combat  respiratory  difficulties,  artificial  respira- 
tion or  oxygen  therapy  should  be  used.  The  use  of 
Picrotoxin,  Metrazol,  amphetamine  or  other  strong 
analeptics  is  now  believed  to  be  ineffective  and  per- 
haps dangerous  for  patients  in  deep  depression  and 
unnecessary'  for  the  mild  cases.  Use  mild  analeptics 
(if  you  must)  such  as  Megimide,  Ritalin,  or  Emivan, 
just  to  maintain  reflexes  and  keep  E.  E.  G.  active. 
They  should  not  be  used  in  an  attempt  “to  wake” 


the  patient. 

Supportive  measures  as  indicated;  and  detailed  nurs- 
ing care  is  vital  (intensive  care),  especially  during  the 
acute  phase.  Coma  may  persist  for  days  with  the  long 
acting  barbiturates  (phenobarbital,  barbital).  Prog- 
nosis is  good  if  you  can  prevent  anoxia. 

Sodium  bicarbonate  may  help  hasten  elimination 
in  urine. 

If  the  blood  level  is  high  and  the  drug  is  a long 
acting  barbiturate,  then  hemodialysis  (artificial  kidney) 
may  be  used  to  advantage. 

The  above  suggestions  are  for  the  markedly  de- 
pressed. If  however,  the  depression  or  overdosage 
is  mild,  then  treatment  also  should  be  “mild  . If 
respiration  is  normal,  color  is  good,  and  twitching 
and  corneal  reflexes  are  present,  it  may  suffice  to 
let  the  patient  sleep  it  off,  “carefully  watching  to 
prevent  aspiration  or  any  possible  later  development 
of  respiratory  difficulties. 

Tests:  (3) 

1.  Cobaltacetate  and  isopropylamine  (Kopannyi). 

2.  UV,  TLC,  GC. 

X.  Aspirin  (salicylates)  10  gm;  more  toxic  for  children. 

Therapeutic  accidents  due  to  overzealous  mothers 
are  not  infrequent. 

Symptoms:  Metabolic  acidosis  is  the  most  serious, 
but  this  is  a later  effect.  Nausea  and  vomiting  may  be 
early  or  delayed.  Large  doses  first  stimulate  and  then 
depress  the  central  nervous  system.  Initial  excitement 
and  convulsions  are  followed  by  stupor  and  depression. 
Central  stimulation  may  also  produce  hyperventilation 
(loss  of  carbon  dioxide)  and  early  transient  alkalemia; 
however,  this  is  followed  by  a severe  metabolic  acidosis. 
Other  possible  manifestations  are  headache,  thirst, 
dizziness,  irritability,  cyanosis,  p-aminophenol  in  urine 
(brown-black  urine),  diaphoresis,  sugar  in  urine,  bleed- 
ing gums,  gastritis  with  or  without  gastric  hemorrhage, 
lowered  prothrombin,  disturbance  of  hearing  and  vision, 
tinnitus,  peripheral  vasodilation,  hyperpnea  with  dysnca, 
renal  and  brain  damage,  weakness  and  fatigue,  hypo- 
tension, delirium  and  confusion,  respiratory  failure, 
collapse,  coma,  death. 

Treatment:  Gastric  lavage  with  warm  water;  or  15 
ml  of  syrup  of  Ipecac  to  produce  vomiting.  Do  not 
omit  lavage  or  emesis  unless  dose  is  known  to  be 
small  or  exposure  was  a very  long  time  ago.  Patient 
may  appear  deceptively  well  when  first  seen.  Signs 
and  symptoms  may  be  delayed  several  hours.  Vomit- 
ing is  stimulated  centrally  and  may  be  delayed. 

Fluids  (oral  or  parenteral)  should  be  administered 
to  increase  urinary  output  and  to  counteract  dehydra- 
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tion  due  to  vomiting  and  sweating.  Maintain  body 
heat,  fluids,  and  electrolyte  balance.  Keep  patient 
warm  and  quiet.  Give  alkaline  drinks. 

Give  sodium  bicarbonate  to  combat  acidosis  and 
sodium  loss  as  necessary.  Periodic  blood  determina- 
tion for  carbon  dioxide  combining  power  will  estimate 
severity  of  poisoning  and  progress  of  treatment.  Re- 
covery may  depend  upon  renal  elimination  and  con- 
trolled acidosis.  Elimination  is  much  more  rapid 
if  urine  is  kept  alkaline  with  sodium  bicarbonate. 

Vitamin  K derivatives  and  ascorbic  acid  can  be 
given  for  low  prothrombin  and  capillary  fragility  (as 
necessary). 

In  severe  poisoning  an  exchange  transfusion  for 
children,  or  hemodialysis,  may  prove  helpful. 

Tests:  (3) 

1.  Five  (5)  ml  of  urine  + 1 ml  FeCl3  10  percent  -*■ 
purple. 

2.  One  (1)  drop  of  serum  on  white  porcelain  dish 
+ 1 drop  of  FeCl3  (1  percent)  in  a 0.05N 
HNO3  -*■  purple.  Report  as  negative,  small, 
moderate  or  large  amounts. 

3.  UV,  TLC,  GC.  For  later  confirmation. 

XI.  Morphine  and  derivatives  and  similar  acting 
narcotics. 

Symptoms:  Coma,  arreflexia,  pin  point  pupils, 

slow,  shallow  respiration,  Cheyne-Stokes  respiration, 
cyanosis. 

Treatment:  General  supportive  measures.  Specific 
treatment  is  Nalline  or  Lorian  until  respiration  returns 
to  normal  and  patient  responds  to  stimuli.  Guarded 
prognosis  for  24  hrs;  repeat  treatment  as  necessary. 
Tests:  (3) 

1.  Marquis  reagent  purple. 

2.  TLC,  GC,  spectrofluorometer  for  later  confirma- 
tion. 

XII.  Alkalies  and  other  related  corrosives  (5  gm) 

Symptoms:  Slimy,  soapy,  severe  gastrointestinal 

burns  and  corrosion,  nausea,  vomiting,  alkalemia,  swell- 
ing of  throat,  asphyxia,  shock,  death. 

Treatment:  Carefully  dilute  with  water  without 

delay;  then  neutralize  with  dilute  vinegar  or  dilute 
(fresh  or  canned)  lemon  or  lime  juice.  Vomiting; 
or  gastric  lavage  may  be  attempted  within  the  first 
hour.  Milk,  cream,  white  or  egg,  olive  oil,  or  bismuth 
subnitrate  may  be  used  as  a demulcent. 

Keep  patient  warm  and  quiet.  Give  cracked  ice 
to  relieve  thirst,  morphine  for  pain  and  sedatives 
as  necessary.  If  there  are  signs  of  asphyxia,  tracheo- 
tomy is  indicated.  Protect  against  esophageal  obs- 
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truction,  perforation,  or  stricture  formations  with  cor- 
ticosteroids (for  about  1 month  or  until  healing  is 
evident). 

Esophagoscopy  should  be  done  as  soon  as  possible 
(within  12  hours),  even  if  bums  are  not  seen  in  mouth, 
so  as  to  decide  for  future  treatment.  Therapy  is  aimed 
to  prevent  infection,  to  minimize  stricture,  and  to  re- 
lieve pain  once  the  diagnosis  is  made.  If  corticosteroids 
are  not  given,  esophageal  stricture  may  develop  even 
weeks  later. 

Therapy  with  liquid  broad-spectrum  antibiotics  and 
corticosteroids  is  started  early.  Bismuth  subnitrate 
powder  may  provide  sufficient  local  analgesia  to  manage 
pain. 

If  burns  are  external,  wash  with  ample  water  and 
then  wash  with  dilute  vinegar  or  lemon  or  lime  juice. 

Other  similar  strong  alkalies  with  the  general  symp- 
toms and  requiring  the  same  general  treatment  are 
thioglycollate  (permanent  hair  wave),  sodium  carbo- 
nate, sodium  metasilicate,  sodium  perborate,  sodium 
triphosphate,  and  sodium  hexametaphosphate.  Other 
caustics  are  Clorox,  Drano,  Saniflush,  Ajax  floor  cleaner 
or  bleach  (E-Z  bleach). 

Since  phosphate  preparation  deplete  the  body  cal- 
cium, restore  calcium  with  intravenous  calcium  glu- 
conate. 

Note:  Thioglycollate  (permanent  wave)  is  strongly 

alkaline;  symptoms  and  treatment  are  same  as  des- 
cribed above. 

Tests:  (3) 

1.  Turns  litmus,  blue. 

XIII.  Acids  and  related  corrosive  agents  (2  ml) 

Symptoms:  Severe  corrosion  and  burns  of  mouth 

and  throat,  nausea,  vomiting,  abdominal  pain,  shock, 
lowered  blood  pressure,  fever,  possible  perforation 
of  gut,  scarring  of  esophagus. 

Treatment:  Quickly  dilute  acids  with  water  or 

milk.  Continue  to  give  fluids.  Gastric  lavage  may  be 
safe  during  the  first  hour  without  danger  of  perfora- 
tion. Demulcents,  morphine  for  pain,  milk  of  mag- 
nesia, Cremalin,  Amphogel.  DO  NOT  USE  sodium 
bicarbonate.  Support  against  shock,  corticosteroids 
to  reduce  esophageal  structure  formation.  Guarded 
prognosis.  Supportive  measures. 

Tests:  (3) 

1.  Litmus  paper  turns  red. 

XIV.  Methyl  alcohol  (50  ml) 

Symptoms:  Nausea,  vomiting,  dizziness,  depression, 
coma,  possible  permanent  or  temporary  optic  nerve 
and  retina  damage  due  to  the  metabolite  formic  acid, 
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profound  metabolic  acidosis,  shallow  respiration,  cya- 
nosis, fall  in  blood  pressure,  carbon  dioxide  combining 
power  below  15  mEq/L  in  severe  poisonings. 

Ireatmcnt:  Gastric  lavage  with  sodium  bicarbonate. 
Supportive  measures.  Combat  acidosis  with  sodium 
bicarbonate;  maintain  adequate  urine  output  with  fluid 
intake.  At  intervals  check  the  carbon  dioxide  combin- 
ing power  to  evaluate  treatment  with  sodium  bicar- 
bonate. 

Use  ethanol  (5  percent)  IV  in  saline  (0.5  ml/kg 
even  4 hours)  to  minimize  conversion  of  methanol 
to  formic  acid  which  is  about  30  x more  toxic.  Ap- 
proximately 1/3  of  the  methanol  will  still  be  left 
in  the  body  2 days  later.  Hemodialysis  may  help  if 
poisoning  is  severe.  Correct  cerebral  edema  as  neces- 
sary. 

Supportive  measures. 

Tests:  (3) 

1.  Chromatropic  acid  test  -*■  purple  (very  sensitive). 

2.  GC  for  later  confirmation. 

Summary 

Poisoning  is  becoming  a frequent  emergency  for 
tlie  busy  physician.  Clinical  diagnosis  is  not  always 
easy. 

To  h ave  an  outline  readily  available  as  a refresher 


and  reminder  in  the  emergency  diagnosis  and  treatment 
of  common  acute  poisonings  in  Puerto  Rico  is  reassur- 
ing. 

Common  signs  and  symptoms  are  described  and 
simple  presumptive  tests  and  emergency  treatment  is 
suggested  in  a general  manner. 

Resumen 

La  intoxicación  se  está  convirtiendo  en  una  de  las 
más  frecuentes  emergencias  con  que  se  confronta 
el  ocupado  médico. 

El  diagnóstico  clínico  no  es  siempre  fácil. 

Infunde  confianza  al  médico  el  tener  un  bosquejo, 
fácilmente  obtenible;  a modo  de  recordatorio,  para  el 
diagnóstico  y tratamiento  de  emergencia  en  casos  de 
envenenamiento  agudos  comunes  en  Puerto  Rico. 
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THORACIC-OUTLET  SYNDROME 


Herman  J.  Flax,  MD,  FACP 


Cervical  radicular  pain  is  a common  symptom  in 
any  general  medical  practice.  However,  there  is 
a tendency  to  abuse  the  nerve  root  origin  of  this  disease 
when  in  reality  the  cause  is  elsewhere  along  the  course 
of  the  nerve.  Also,  there  are  similar  symptoms  not  due 
to  nerve  involvement  but  to  radiation  from  muscle 
“trigger”  areas  and  referred  pain  from  the  intrathoracic 
and  abdominal  viscerae  (1,  2).  The  most  common 
of  the  latter  is  the  ulnar  radiation  pattern  following 
myocardial  infarction.  Likewise,  pain  from  a trigger 
point  in  the  scalenus  muscle  referred  to  the  chest  wall 
over  the  pericardium  may  simulate  the  pain  of  a myo- 
cardial infarct  (Fig.  1). 

The  most  common  cervical  syndrome  is  called  the 
thoracic-outlet  syndrome.  It  is  known  by  at  least 
6 different  names  (3)  (Fig.  2).  All  produce  obliteration 
of  the  apex  of  the  axillary  space,  with  compression  of 
the  Q — Tj  nerves. 

The  axillary  space  can  be  compared  to  a pyramid, 
bound  medially  by  the  ribs,  laterally  by  the  humerus, 
anteriorly  by  the  clavicle,  and  posteriorly  by  the  upper 
edge  of  the  scapula.  Through  the  apex  of  this  pyramid 
pass  the  nerves  and  blood  vessels  to  the  upper  extremity. 
All  the  roots  of  the  Brachial  Plexus  pass  between  the 
anterior  scalenus  and  medial  scalenus  muscles.  These 
muscles  arise  from  the  transverse  process  of  the  cervical 
vertebrae  and  insert  into  the  first  rib.  Any  alteration 
in  the  size  of  the  axillary  space  compresses  and  irrita- 
tes the  above  mentioned  structure  and  produces  symp- 
toms. 

In  addition  to  the  conditions  mentioned  above,  other 
causes  that  may  produce  a thoracic -outlet  syndrome 
are  postural  defects,  such  as  sagging  shoulders,  poor 
sitting,  sleeping  and  walking  habits.  My  own  experience 
has  shown  that  postural  defects  are  without  a doubt 
the  most  important  cause  of  this  syndrome. 


Chief,  Physical  Medicine  and  Rehabilitation,  San  Juan 
Veterans  Administration  Hospital. 

Presented  at  the  Annual  Convention  of  the  Eastern  Medical 
Society  of  the  P.  R.  Medical  Association,  January  31,  1970. 


The  cardinal  diagnostic  points  of  this  syndrome  are: 
pain  in  the  shoulder  that  radiates  to  the  elbow  and 
along  the  ulnar  border  of  the  forearm  and  hand  to  the 
tip  of  the  4th  and  5th  fingers.  Paresthesias,  such  as 
numbness  and  formication,  are  noticed  in  the  area  of 
referred  pain.  Generally,  the  sensory  findings  are  the 
result  of  compression  of  the  inferior  nerve  trunks, 
but  some  times,  all  the  trunks  are  involved.  The  type 
of  pain  is  variable.  It  may  be  deep,  boring  and  con- 
tinuous or  sharp  and  lancinating,  and  it  can  be  pro- 
duced or  increased  by  any  position  that  depresses 
the  shoulder.  On  occasions,  it  is  possible  to  find 
vascular  changes  in  addition  to  nervous  phenomenae, 
such  as  swelling  and  coldness  of  the  hands  and  fingers. 

The  diagnosis  of  this  condition  is  made  by  a careful 
history,  where  special  attention  is  paid  to  the  exact 
onset  of  symptoms,  the  distribution  of  the  pain,  and 
the  extent  of  vascular  changes.  The  posture  of  the 
patient  while  standing,  sitting  and  lying  is  observed. 
This  is  followed  by  a careful  neurological  examination 
of  the  extremity.  Finally,  roentgenograms  of  the 


Fig.  1:  Chart  showing  trigger  areas  (points)  and  their 
patterm  of  referred  pain  (shaded).  Used  with  permission 
of  Pfizer  Spectrum.  J.  A.  M.  A.  June  13,  1953,  V ol.  102, 
No.  7 Adv.  p.  27. 
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Fig.  2:  THORACIC-OUTLET  SYNDROMES 

1.  Cervical-rib  syndrome 

2.  First-rib  syndrome 

3.  Costoclavicular  syndrome 

4.  Scapulocostal  syndrome 

5.  Subcoracoid-peetoralis-minor  syndrome  or  hyperabduction 
syndrome 

6.  Scalenus  anticus  syndrome 


Fig.  3:  Dermatome  chart  of  the  upper  extremity  showing 
the  patterm  of  segmental  sensory  nerve  distribution.  Re- 
produced with  permission.  Keegan,  J.  J.  and  Garrett,  F.  D., 
Segmental  Sensory  Nerve  Distribution,  Anat.  Rec.,  102:  409- 
437,  1948. 


cervical  spine,  anterior- posterior,  lateral  and  oblique 
views,  should  be  ordered.  It  is  usually  not  necessary 
to  X-ray  the  shoulder. 

A recollection  of  the  Dermatome  Chart  of  the 
Upper  Extremity  (Fig.  3)  will  simplify  the  distribution 
of  pain  from  a compressed  nerve  root.  C¿  innervates 
the  outer  surface  of  the  shoulder  and  arm,  radial 
surface  of  the  forearm  and  includes  the  thumb.  C7 
runs  down  the  back  of  the  arm  and  dorsal  surface 
of  the  forearm  and  innervates  the  index  and  middle 
fingers.  C8  follows  the  inside  of  the  arm,  ulnar 
border  of  the  forearm  and  the  4th  and  5th  fingere. 
Reflexly,  C6  nerve  root  irritation  depresses  the  biceps 
jerk,  C7  the  triceps  jerk  and  C s produces  no  reflex 
changes.  Muscle  strength  loss  from  C6  nerve  root 
involvement  is  found  in  the  deltoid  and  biceps,  from 


C7  in  the  triceps  and  possibly  biceps  and  from  C8  in 
the  hand  muscles. 

I should  like  to  point  out  the  work  of  Hackett 
in  his  treatment  of  Ligament  and  Tendon  Relaxation 
by  Prolotherapy  (4).  He  mapped  out  referred  pain 
areas  from  needles  which  he  had  positioned  in  liga- 
ments and  tendons  for  diagnosis  and  treatment.  From 
the  occipital  tendons  he  was  able  to  produce  referred 
pain  to  various  parts  of  the  face  and  skull,  headache 
and  dizzyness.  From  the  cervical  ligaments  he  was 
able  to  produce  referred  pain  to  the  neck  from  the 
upper,  C2—C3,  vertebral  ligaments;  from  the  middle, 
C4— Q , to  the  arm,  forearm,  thumb  and  2nd  and  3rd 
fingers;  and,  from  the  lower,  C6—C7,  to  the  acromium 
process,  arm  and  forearm  (Figure  4). 

The  so-called  “whiplash  injury  ’ especially  in  elderly 
persons  with  cervical  spondylitic  changes  gives  rise 
to  a multitude  of  symptoms  in  addition  to  those  of 
direct  nerve  root  compression  as  a result  of  stimulation 
of  the  cervical  sympathetic  nervous  system  (5).  These 
include  vertigo,  blurring  of  vision,  tinnitus,  transitory 

o C C I P 1 T O-C  ERVICAL  DISABILITY 


Lioament  Ano  Tendon  Relaxation 


OCCIPITAL  TENDONS 

Referred  Pain.  Headache.  Dizziness 
A - Forehead.  Eye 
B - Temple.  Eyebrow.  Nose 
C - Above  Ear 

CERVICAL  LIGAMENTS 

is  — Interspinus  Ligaments 
ART  —Articular  Ligaments 
Referred  Pain 
Upper  - Neck 

Middle  - Arm,  Forearm.  Thumb. 

1 and  2 Fingers 

Lower  - Acromium  Process,  Arm, 

Forearm. 

Fig.  4:  Occipito-Cervical  Disability.  From  Hackett,  G.  S., 
Ligament  and  Tendon  Relaxation  (Skeletal  Disability)  Treated 
by  Prolotherapy  (Fibro-Osseous  Proliferation),  3rd  ed.,  1958. 
Courtesy  Charles  C.  Thomas  Publisher,  Springfield,  Illinois. 
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Octubre  1970 
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deafness,  pharyngeal  and  laryngeal  paresthesias  as  well 
as  paresthesia  and  vascular  disturbances  involving  the 
shoulder  and  hand,  the  Barré-Lieou  syndrome  (6). 
There  are  also  post-ganglionic  sympathetic  connections 
to  the  recurrent  spinal  meningeal  nerves  before  these 
nerves  pass  back  through  the  intervertebral  foraminae 
to  supply  the  dura  and  ligamentous  structures.  In 
addition,  pain-conducting  afferent  spinal  nerve  fibers 
from  the  great  blood  vessels  of  the  head,  neck  and 
upper  extremities  traverse  the  sympathetic  trunk  and 
communicating  rami  also.  These  anatomic  concepts 
may  explain  more  satisfactory  the  clinical  findings 
of  cervical  nerve  root  irritation. 

The  vertebral  arteries  are  vulnerable  to  injury  and 
to  compression  from  spondylitic  changes  as  they  travel 
up  through  the  transverse  processes  of  the  cervical 
vertebrae  to  reach  the  circle  of  Willis.  Inasmuch  as 
they  are  surrounded  by  a plexus  of  post-ganglionic 
sympathetic  nerve  fibers,  injury  to  these  arteries  may 
not  only  deprive  the  spinal  cord  of  its  arterial  supply 
but  also  may  produce  some  of  the  continuing  symptoms 
of  the  Barré-Lieou  syndrome  as  well  as  myelopathic 
signs  similar  to  cervical  cord  compression;  i.  e.  muscle 
weakness,  gait  disturbance,  sphincter  disturbance,  sen- 
sory impairment  and  hyperreflexia. 

The  carpal-tunnel  syndrome  will  mimic  C6butis 
usually  C7  nerve  root  involvement.  Since  the  median 
nerve  is  compressed  in  the  carpal-tunnel,  there  are 
paresthesias  and  pain  referred  to  the  thumb,  and  the 
other  fingers  except  for  the  fifth.  Muscle  weakness 
is  present,  the  patient  is  always  dropping  objects, 
and  he  has  difficulty  in  writing.  These  symptoms 
can  be  reproduced  quite  readily  by  keeping  the  wrist 
flexed  on  the  forearm  for  several  minutes.  The 
Electromyogram  is  very  valuable  since  prolongation 
of  sensory  and  motor  nerve  velocity  conduction  is 
diagnostic  of  median  nerve  compression  (7). 

Mention  should  also  be  made  of  lesions  involving 
the  shoulder  capsule.  Pain  may  be  referred  to  the  late- 
ral border  of  the  elbow  and  the  radial  border  of  the 
wrist,  but  never  to  the  fingers. 

Treatment  of  the  thoracic-outlet  syndrome  is  phy- 
sical therapy.  First  the  faulty  posture  must  be  cor- 
rected, and  this  may  take  many  months.  Proper 
muscle  tension  must  be  reestablished,  and  the  pull 
of  the  neck  and  shoulder  muscles  must  be  balanced 
physiologically  by  means  of  therapeutic  exercises.  In 
the  acute  phase,  heat  by  means  of  hydrocollator 
packs  and  cervical  traction  either  in  the  sitting  or 
horizontal  position  is  important.  Other  modalities 
such  as  ultrasound  may  be  used  for  relief  of  pain, 


and  a comfortable  cervical  collar  may  be  prescribed. 

The  program  of  cervical-syndrome  exercises  (8) 
should  not  be  started  until  the  muscle  spasm  and  ten- 
derness have  disappeared,  usually  by  the  end  of  one 
week.  Treatment  should  be  carried  out  until  relief 
of  all  symptoms,  usually  by  the  end  of  the  third 
week.  The  exercise  regime  and  posture  training  should 
be  continued  indefinitely. 

Surgical  intervention  is  very  rarely  indicated,  and 
only  if  there  are  persistent  signs  of  neurovascular 
compression.  The  most  common  cause  for  this  is  the 
first  rib.  Therefore,  if  surgery  is  contemplated,  the 
procedure  of  choice  is  resection  of  the  first  rib 
and  the  cervical  rib  if  present.  Dividing  the  anterior 
scalenus  muscle  alone  will  not  resolve  the  problem 
and  in  most  cases,  the  symptoms  return  promptly  (9). 

Summary 

The  Thoracic-Outlet  Syndrome  is  produced  by  obli- 
teration of  the  apex  of  the  axillary  space  with  compres- 
sion of  the  C8-Ti  nerves.  A discussion  of  the  differen- 
tial diagnosis  of  the  more  common  cervical  root  com- 
pression syndromes  was  made.  The  treatment  of 
choice  is  physical  therapy  with  emphasis  on  exercise 
and  a functional  program  to  correct  faulty  posture. 
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The  total  electrical  activity  produced  by  ventri- 
cular depolarization  may  be  expressed  as  a vector. 
This  vector  is  known  as  the  mean  QRS  vector,  mean 
QRS  electrical  axis,  or  QRS  axis  for  short.  It  is 
conventionally  calculated  in  the  plane  of  the  limb 
leads,  the  frontal  plane.  However,  it  may  also  be 
calculated  in  the  horizontal  plane  from  the  precor- 
dial leads.  In  the  frontal  plane  it  is  represented  as  an 
arrow  originating  from  the  center  of  Einthovens  trian- 
gle as  shown  in  figure  1 (1).  If  we  extend  leads  I and 
III  and  transpose  lead  II  as  shown  in  figure  2,  we  have 
a triaxial  system.  This  is  Bayley’s  triaxial  reference 
frame  (Fig.  3).  Arbitrarily  lead  I has  been  chosen 
as  the  reference  axis  and  labeled  0°.  The  QRS  axis 
is  measured  in  degrees  as  a deviation  from  this  reference 
axis  (Fig.  4). 

The  normal  QRS  axis  varies  with  age,  body  build, 
and  anatomical  position.  From  birth  to  one  year  of 
age  it  is  usually  between  +90  and  +150  ; from  one 
to  eight  years  it  is  usually  between  +45  and  +105  ; 
and  from  eight  years  on  the  adult  QRS  axis  is  found. 
In  adult  obese  individuals  and  in  pregnant  women  the 
QRS  axis  is  commonly  between  +30°  and  —30°.  On 
the  other  hand,  the  tall,  thin  person  will  frequently 
show  a QRS  axis  of  +90°  and  occasionally  up  to 
+ 110°.  The  normal  adult  QRS  axis  is  usually  between 
0"  and  +90° . However  in  some  normal  persons  it 
has  been  found  to  range  from  —30°  to  +110°  as  shown 
in  figure  5.  Any  axis  lying  outside  this  range  is  con- 
sidered abnormal  and  may  indicate  the  presence  of 
ventricular  hypertrophy,  conduction  defects,  myocar- 
dial infarction  or  other  forms  of  heart  disease  (2,  3,  4). 

Left  axis  deviation  is  said  to  exist  when  the  axis 
lies  between  —.30°  and  —90°.  Table  I shows  some  of  the 
conditions  in  which  a left  axis  may  be  seen. 
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Figure  I : EINTHOVENS  TRIANGLE 


FIGURE  2 
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Figure  5:  RANGE  OF  NORMAL  AXIS 
TABLE  I:  LEFT  AXIS  DEVIATION 


-90* 


Left  Bundle  Branch  Block 
Left  Ventricular  Hypertrophy 
Arteriosclerotic  Heart  Disease 
Aortic  Stenosis  or  Insufficiency 
Hypertensive  Cardiovascular  Disease 
Coarctation  of  the  Aorta 
Arteriovenous  Shunts 

Anomalous  origin  of  the  left  coronary  artery 

Patent  ductus  arteriosus 

A-V  communis 

Ebstein’s  Disease 

Trilogy  of  Fallot 

Pentalogy  of  F allot 

Tetralogy  of  F allot 

Tricuspid  Atresia 


Right  axis  deviation  is  present  when  the  axis  lies 
between  +110°  and  +180".  Table  II  shows  some  of  the 
conditions  in  which  a right  axis  may  be  seen. 

Measurement  of  the  QRS  axis  is  therefore  of  diag- 
nostic value.  It  can  give  valuable  hemodynamic  informa- 
tion. Also,  changes  in  axis  in  one  patient,  observed  over 
a period  of  time,  are  of  importance. 

It  is  our  purpose  to  describe  a simple  method  for  the 
rapid  determination  of  the  QRS  axis  in  the  frontal 
plane  using  only  three  limb  leads. 


Method 

The  symbols  used  are  shown  in  figure  6.  The  inverted  V 
represents  a “positive  QRS”;  that  is,  one  in  which  the  alge- 
braic sum  of  the  areas  included  by  the  negative  and  positive 
deflections  result  in  a net  positive  deflection.  The  upright  V 
represents  a negative  QRS  one  in  which  the  sum  of  the 
deflections  results  in  a net  negative  deflection.  A horizontal 
line  represents  an  equiphasic  QRS  complex,  one  in  which 
the  aim  of  the  deflections  is  zero. 

Liven  three  limb  leads  with  three  possibilities  as  to  polarity 
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in  each,  a limited  number  of  combinations  may  be  found, 
as  shown  in  figure  7.  These  same  possibilities  are  shown  in 
table  form  in  Table  111. 

The  mathematical  derivation  is  as  follows:  any  axis 

lying  on  the  right  hand  side  of  the  perpendicular  to  lead  I 
will  produce  a positive  QRS  in  this  lead.  Conversely  when 
lead  1 shows  a positive  QRS  the  axis  must  lie  somewhere 
between  ~ 90  and  +90  (Fig.  8).  Any  axis  lying  on  the  right 
hand  side  of  the  perpendicular  to  lead  II  will  produce  a 
positive  QRS  in  this  lead.  Conversely  when  lead  II  shows  a 
positive  QRS  the  axis  must  lie  somewhere  between  ~30  and 
+150°  (F*g-  9).  Any  axis  lying  on  the  left  hand  side  of  the 
perpendicular  to  lead  III  will  produce  a positive  QRS  in  this 
lead.  Conversely  when  lead  III  shows  a positive  QRS  the 
axis  must  lie  somewhere  between  — 30  and  +210  (Fig.  10). 

Superimpose  Figures  8,  9 and  10  as  shown  in  Figure  II  and 
it  is  obvious  that  EKG’s  showing  positive  QRS’s  in  lead  I,  II 
and  III  will  have  a QRS  axis  in  the  +90  to  +30  range  which 
is  the  range  common  to  all  three  as  derived  from  these  figures. 

This  is  the  derivation  for  the  +60  axis  and  others  can  be 
derived  in  similar  fashion.  The  error  of  the  method  would 
then  seem  to  be±  30  . However  if  one  returns  to  the  example  of 
the  +60  axis,  we  will  show  that  the  error  is  more  probably 
± 10  or  15  , depending  on  how  familiar  the  person  is  withthe 
method.  Although  the  range  is  from  +90  to  +30  , we  can  see 
that  the  axis  cannot  be  +90  or  too  close  to  this  as  then  the  QRS 
complex  in  lead  I would  be  equiphasic  and  not  positive  as  is 
the  case.  On  the  other  hand,  the  axis  cannot  be  +30  or  too 
close  to  this  as  then  the  QRS  complex  in  lead  111  would  be 
equiphasic  and  not  positive  as  is  the  case.  Therefore,  we 
claim  that  the  error  of  the  method  is  not  ± 30  but  a more 

O O 

realistic  ±10  to  15  , depending  on  the  experience  of  the 
user  with  the  method  and  his  ability  to  approximate  axes 
intermediate  between  the  ones  shown  in  the  master  table 
(Table  III). 

Discussion 

An  accurate  determination  of  the  QRS  axis  can 
be  made  by  direct  area  measurement  of  the  QRS 
complex  (5). 

The  net  area  enclosed  under  the  QRS  in  each  given 
lead  is  first  calculated,  the  net  area  being  the  algebraic 
sum  of  the  negative  and  positive  areas.  This  is 
expressed  in  micro-volts  seconds.  One  micro-volt, 
second  corresponds  to  an  area  one  millimeter  or  one 
micro-volt  in  height  and  .01  seconds  in  duration.  The 
calculated  net  area  for  each  given  lead  is  then  plotted 
on  the  triaxial  reference  system  and  the  resultant 
vector  found. 

However,  in  every  day  electrocardiography  such  an 
exact  and  time  consuming  determination  of  the  QRS 
axis  is  neither  practical  nor  necessary. 

A simpler  approach  is  the  one  proposed  by  Grant  (2) 
following  the  basic  principle  that  a vector  parallel  to  a 
lead  will  produce  the  greatest  deflection  in  that  lead 
while  a vector  perpendicular  to  a lead  will  produce 
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Simplified  Determination  of  the  QRS  Axis 


FIGURE  8 
(-90°) 


FIGURE  II 


an  equiphasic  deflection  in  that  lead.  This  method  is 
satisfactory  when  an  equiphasic  deflection  is  found 
in  any  lead,  hut  complicated  when  none  of  the  deflec- 
tion are  equiphasic  and  the  vector  has  to  he  located 
according  to  the  greatest  deflection.  Another  draw- 
back of  this  approach  is  that  not  only  the  standard 
limb  leads,  but  also  the  augmented  unipolar  leads 
must  be  used. 

Stinebaugh,  Osher,  and  Martin  (6)  have  proposea 
a modification  of  Grant’s  approach  which  localizes 
the  axis  to  the  nearest  15°  radial  which  we  feel  im- 
plies an  error  of  ± 10  at  least,  (.orne  and  Parkin  (7) 
have  reviewed  both  methods  and  found  an  average 
difference  of  6 to  9 degrees  with  a range  of  up  to  40 
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degrees  difference  in  axis  determined  by  both  methods. 
The  method  we  have  described  has  been  attributed 
to  Sodi  Pallares  (8)  and  is  based  on  the  same  prin- 
ciples as  Grant’s.  We  find  this  method  even  simpler 
and  more  practical  for  everyday  routine  use  than 
the  other  methods  described. 

Summary 

The  QRS  axis  is  an  important  parameter  in  modern 
electrocardiography.  It  gives  valuable  diagnostic,  prog- 
nostic, and  hemodynamic  information.  1 he  normal 
QRS  axis  and  its  variations  are  defined  and  abnormal 
derivations  are  discussed.  Some  of  the  methods 
currently  in  use  for  its  determination  are  presented. 
A simple  method  is  described.  It  is  based  on  the 
graphic  representation  of  the  QRS  in  the  three  standard 
leads.  We  feel  that  this  method  is  the  most  practical 
one  for  everyday  routine  use. 

Resumen 

La  determinación  del  eje  QRS  es  muy  importante 
en  la  electrocardiografía  moderna.  Es  un  parámetro 
que  ofrece  valiosa  información  diagnóstica,  pronostica, 
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y Hemodinámica.  Se  define  el  eje  de  QRS  normal  y 
sus  variantes.  Las  desviaciones  anormales  se  discuten. 
Algunos  de  los  métodos  usados  al  presente  para  de- 
terminar eje  de  QRS  se  describen.  Un  práctico  y sen- 
cillo método  se  presenta.  Está  basado  en  la  represen- 
tación gráfica  del  QRS  en  las  tres  derivaciones  standard. 
Creemos  que  este  método  es  el  más  práctico  para  uso 
rutinario. 
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POISONING:  MODERN  APPROACH  TO  AN  ANCIENT  MALADY 


The  poisoning  of  human  beings  may  be  accidental,  suicidal,  homicidal,  or  “God  help  us”  as  an 
instrument  of  warfare.  Historically,  poisoning  has  been  a common  method  of  taking  away  life 
rapidly  and  efficiently.  A classical  example  was  that  of  Cleopatra’s  successful  attempt  with  snake 
venom.  Through  history,  and  of  James  Bond  fame,  we  learned  of  the  rapid,  efficient,  powdered 
poisons  carried  in  the  compartment  of  a ring  by  spies  during  World  War  II,  to  use  ad  lib  whenever 
the  enemy  tried  to  brainwash  top  secret  information  from  them.  More  recently,  poisoning  has  been 
the  preferred  method  to  commit  suicide  among  our  affluent  society  and  avant  garde  groups.  Noto- 
rious examples  have  been  the  suicidal  attempts  by  Hollywood  starlets  and  the  fatal  injudicious  over- 
dose of  heroin  of  narcotic  addicts.  However,  in  many  of  the  presumed  suicidal  attempts,  it  is  not 
known  how  much  of  an  accident  was  involved  in  taking  the  poison  or  how  much  of  a false  alarm 
was  involved  in  order  to  obtain  secondary  gains.  Perhaps,  another  opportunity  given  to  the  patient 
may  result  in  many  years  of  productive  life  without  a second  suicidal  attempt.  Be  that  as  it  may, 
it  is  imperative  for  the  practicing  physician  to  acquire  certain  basic  knowledge  to  treat  poisoning 
effectively. 

The  establishment  of  chemical  and  mining  industries  in  Puerto  Rico  has  been  a major  concern 
to  the  Government  of  Puerto  Rico  and  measures  to  avoid  environmental  and,  consequently,  human 
poisoning  are  being  taken.  Again,  the  practicing  physician  may  be  called  in  an  emergency  to  establish 
the  diagnosis  and  initiate  treatment  in  a case  of  industrial  chemical  poisoning. 

The  article  by  Kaye  in  this  issue  of  the  “ Boletín ” succintly  reviews  the  diagnosis  and  management 
of  the  intoxicated  patient.  However,  prevention  of  poisoning  should  be  stressed  as  well.  Among 
others,  proper  clothing  and  masks  should  be  worn  when  working  with  volatile  toxic  agents,  such  as 
cleaning  tanks  with  lead  containing  gasoline,  aspirin  tablets  should  be  kept  away  from  children  and 
prescription  of  soporifics  and  tranquilizers  should  be  limited  to  a small  non  toxic  quantity. 

Most  cases  of  poisoning  can  be  managed  by  “conservative  therapy,”  which  includes  maintenance 
of  an  airway,  monitoring  of  physiologic  function,  support  of  respiration  and  blood  pressure,  forced 
diuresis,  alkalinization  of  urine  with  phenobarbital  overdosage  and  good  nursing  care.  To  reiterate 
Kaye’s  remarks,  the  use  of  analeptics  should  be  condemned  as  their  use  can  be  more  dangerous 
than  beneficial.  Our  experience  tells  us  that  there  is  a group  of  patients  whose  intoxication  is  so 
severe  that  good  “conservative  therapy”  will  not  suffice.  In  these  cases,  the  risk  of  an  increased 
morbidity  and  of  prolonged  coma  is  no  longer  necessary  to  take.  Thus,  the  best  treatment  is  removal 
of  the  poison  by  the  most  rapid  and  efficient  method  available.  This  can  be  accomplished  by  the  use 
of  either  peritoneal  dialysis,  hemodialysis,  or  total  exchange  transfusions.  There  has  been  a great  deal 
of  controversy  in  the  medical  literature  concerning  the  use  of  these  procedures.  However,  based  on 
clinical  experience,  the  intoxicated  patient  who  is  unconscious  with  complete  areflexia,  including 
lack  of  pupillary  and  corneal  reflexes  and  whose  vital  signs  are  impaired,  namely  hypotension  and 
complete  apnea  is  undoubtedly  a candidate  for  one  or  more  of  these  procedures.  The  major  contro- 
versial point  has  been  expressed  in  the  intoxicated  individual  with  lesser  degree  of  involvement.  Here, 
dialytic  or  exchange  procedures  may  be  recommended  under  certain  situations.  To  mention  a few: 
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I.  high  drug  blood  levels,  2.  certain  drugs  are  metabolized  within  the  body  to  a more  noxious  agent 
than  the  parent  chemical  (methanol  to  formaldehyde,  ethylene  glycol  to  oxalic  acid.)  3.  complicated 
cases  in  which  prolonged  coma  is  not  desirable,  4.  drugs  which  have  a large  distribution  space  espe-  I 
daily  in  fatty  tissue,  such  as  glutethimide  (Doriden),  and  5.  intoxication  with  several  drugs. 

The  Transactions  of  the  American  Society  for  Artificial  Internal  Organs  publishes  every  year  a 
review  of  the  toxicity  and  dialytic  management  of  drugs  and  chemicals  in  current  use.  Although 
the  ultimate,  definitive  approach  for  drug  removal  should  be  conducted  by  a nephrologist,  the  prac-  I 
ticing  physician  must  obtain  additional  knowledge  of  the  dialyzable  drugs  and  the  indications  for 
dialytic  or  exchange  procedures. 

Finally,  successful  treatment  of  poisoning  depends  upon  immediate  action  and  a sound  clinical 
judgment  largely  made  by  the  practicing  physician.  By  and  large,  mildly  intoxicated  patients  res- 
pond promptly  to  conservative  management.  However,  in  moderate  or  severe  intoxication  immediate 
identification  of  the  drug  with  its  corresponding  blood  levels  may  help  to  determine  the  need  of  | 
dialytic  or  exchange  procedures. 

José  L.  Cangiano,  MD  ; 


UN  PROBLEMA  DE  SALUD 


El  artículo  que  apareció  en  el  último  Boletín  (Sept.  1970)  por  el  Dr.  Moisés  Béhar,  “ Gastro - 
enterología  y Nutrición”,  que  fue  el  tema  de  la  conferencia  magistral  ofrecida  por  él  al  ocupar  ¡ 
la  cátedra  en  memoria  del  Dr.  B.  K.  Ashford  el  30  de  octubre  de  1969,  nos  ha  hecho  dialogar  y 
meditar.  En  el  mismo  analiza  el  Dr.  Béhar  un  problema  de  fundamental  importancia  para  todos 
los  que  prestan  servicios  de  salud  a niños  y adultos  en  ambientes  como  el  nuestro. 

Todavía  en  Puerto  Rico  la  desnutrición,  el  parasitismo  y la  gastroenteritis  causan  grandes  estragos 
en  nuestra  población.  Esto  se  refleja  en  la  elevada  tasa  de  mortalidad  infantil  y en  el  retraso  del 
crecimiento  y desarrollo.  Es  probable  que  éste  sea  el  problema  de  medicina  preventiva  más  apre- 
miante con  que  hoy  nos  confrontamos  en  Puerto  Rico,  ya  que  la  interacción  de  tipo  sinérgico  de 
estos  factores  rebasa  los  límites  del  sistema  gastrointestinal.  En  nuestras  salas  de  Pediatría  podemos 
observar  cómo  los  trastornos  en  que  están  involucrados  la  nutrición,  el  parasitismo,  la  gastroenteritis 
y las  infecciones  en  general,  son  precursoras  de  enfermedades  respiratorias  recurrentes  que  evolucio- 
nan y se  transforman  en  neumonías,  las  que  tienen  usualmente  un  desenlace  fatal.  Por  lo  tanto, 
es  muy  probable  que  estos  trastornos  sean  en  gran  parte  responsables  de  la  elevada  tasa  de  morta- 
lidad por  neumonía  que  se  observa  en  la  población  infantil  puertorriqueña.  Yendo  más  allá  de  los 
efectos  inmediatos  apuntados,  tenemos  aquellos  que  se  manifiestan  a plazos  más  largos.  Es  bien  w. 
conocido  que  gran  parte  del  desarrollo  físico  del  ser  humano  ocurre  en  los  primeros  dos  o tres 
años  de  vida;  por  ejemplo‘  el  niño  de  24  meses  ya  mide  aproximadamente  la  mitad  de  la  estatura 
que  alcanzará  cuando  llegue  a la  edad  adulta.  También  sabemos  que  los  retrasos  en  el  crecimiento  ■' 
y el  desarrollo  en  estos  primeros  años  críticos  de  la  vida  inducidos  por  enfermedades  digestivas, 
nutricionales,  respiratorias,  infecciosas  o de  otra  índole,  no  se  recuperan  más  tarde.  Esto  explica,  , 
en  parte,  el  gran  número  de  personas  de  baja  estatura  que  se  dá  en  nuestra  población.  Pero  más 
preocupante  aún  que  el  efecto  adverso  que  puedan  tener  estas  enfermedades  en  la  talla,  es  el  im- 
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pacto  destructivo  que  tienen  las  mismas  sobre  el  sistema  nervioso  central.  Hasta  hace  pocos  años 
no  se  le  daba  gran  importancia  a la  relación  que  podría  existir  entre  el  desarrollo  del  sistema  ner- 
vioso central  y la  desnutrición,  la  infección,  los  problemas  gastrointestinales  recurrentes,  y las  en- 
fermedades características  de  la  infancia.  Sin  embargo,  hoy  en  día,  basándose  en  un  gran  número 
de  datos  experimentales,  se  ha  establecido  en  forma  bastante  clara  y definitiva  que  el  sistema  ner- 
vioso central  se  afecta  adversamente  en  su  desarrollo  al  sufrirse  en  los  primeros  años  de  la  vida, 
estas  condiciones. 

Todo  esto  apunta  a que  una  desnutrición  protéico-calórica,  aún  de  corto  plazo  en  estos  años 
críticos,  puede  afectar  en  forma  irreversible  el  desarrollo  del  sistema  nervioso  central,  como  tam- 
bién puede  ser  éste  afectado  por  trastornos  producidos  por  deshidratación,  “shock”  y alteraciones 
del  equilibrio  ácido-básico  sanguíneo  y celular.  Así,  no  solamente  afectan  estas  condiciones  el 
desarrollo  normal  de  la  población  y disminuyen  su  potencial  productivo,  sino  que  también  distraen 
recursos  considerables  de  los  servicios  de  Salud  Mental,  Bienestar  Social  e Instrucción  Pública, 
costándole  al  erario  público  millones  de  dólares,  y a los  relacionados  muchas  lágrimas  y sufrimiento 
humano. 

Como  este  problema  tiene  mucho  que  ver  con  la  calidad  física  y mental  de  nuestro  pueblo,  lo 
mismo  que  con  su  felicidad  y productividad  futura,  creemos  que  el  mismo  debería  recibir  altísima 
prioridad  entre  los  innumerables  problemas  con  que  se  confronta  el  gobierno  de  Puerto  Rico  en  el 
momento. 

La  solución  de  esta  situación  no  nos  parece  que  requeriría  grandes  estipendios,  ya  que  podrían  usar- 
se los  organismos  existentes  para  desarrollar  una  campaña  intensa  de  prevención  mediante  educación. 
Esta  debería  efectuarse  entre  las  madres  embarazadas,  en  las  clínicas  de  niños  sanos,  y en  nuestras 
escuelas  elementales,  enfatizando  la  importancia  del  agua  potable,  de  la  limpieza  en  el  manejo  de 
los  alimentos  y del  hecho  de  que  en  un  hogar  una  nevera  es  más  importante  que  un  televisor.  En 
este  sentido  el  ejemplo  debería  de  darse  en  los  comedores  escolares  dotándose  éstos  de  neveras  que 
permitan  servir  a los  niños  la  leche  fría,  haciéndola  más  apetecible  y a la  vez  evitando  que  ésta  se 
convierta  en  medio  de  cultivo  de  bacterias. 

La  profesión  médica  de  Puerto  Rico  ha  estado  haciendo  mucho,  y estamos  seguros  continuará 
cada  día  esforzándose  más  por  ayudar  a resolver  este  problema.  Los  resultados  de  estos  esfuerzos, 
acompañados  de  los  que  realiza  el  gobierno,  que  son  considerables,  se  reflejan  en  la  disminución 
constante  que  se  observa  en  nuestra  mortalidad  y morbilidad  infantil.  Sin  embargo,  no  se  puede 
descansar  todavía,  pues  nuestras  cifras  están  aún  muy  por  encima  de  las  de  muchos  países  desarro- 
llados. Lo  que  ésto  indica  es  que  queda  mucho  por  hacer  antes  de  que  podamos  contarnos  entre 
el  grupo  selecto  de  países  con  más  baja  mortalidad  y morbilidad  infantil  en  el  mundo. 

José  E.  Sifontes,  MD 
Conrado  F.  Ase  rijo,  PhD 


NOTICIAS 


SOCIEDAD  AMERICANA  DE  HEMATOLOGIA 

I.a  Sociedad  Americana  de  Hematología  celebrará  su  Decimo- 
tercera Convención  Anual  en  San  Juan,  Puerto  Rico  durante 
los  días  6 al  8 de  diciembre  de  1970  en  el  Hotel  Sheraton. 

El  Comité  Local  de  la  Sociedad  invita  a los  médicos  puer- 
torriqueños interesados  en  asistir  a esta  Convención  a que 
escriban  al  Dr.  Norman  Maldonado,  Secretario  Comité  Local, 
a/c  Sección  de  Hematología,  Hospital  Universitario,  Caparra 
Heights,  Puerto  Rico,  00935. 


VETERANS  ADMINISTRATION  CENTER 

The  Veterans  Administration  Hospital  in  San  Juan,  in  col- 
laboration with  the  School  of  Medicine  of  the  University  of 
Puerto  Rico,  is  organizing  a symposium  on  hypertension  to 
be  held  in  San  Juan,  Puerto  Rico  on  February  18-19,  1971. 
The  activity  will  be  aimed  at  cardiologists  and  other  phy- 
sicians primarily  interested  in  hypertension.  The  subjects 
proposed  for  in  depth  discussions  are  the  pathophysiology, 
diagnosis,  and  treatment  of  primary  and  secondary  hyper- 
tension. Several  prominent  authorities  on  hypertension  will 
discuss  each  subject  from  the  point  of  view  of  their  own 
contribution  and  then  exchange  views  with  each  other  and 
with  the  audience  at  open  panel  discussions. 

Physicians  interested  in  attending  this  continuing  medical 
education  activity  are  advised  to  write  for  further  details  to 
Dr.  Eli  A.  Ramirez,  Chief,  Medical  Service,  Veterans  Ad- 
ministration Hospital,  GPO  Box  4867,  San  Juan,  Puerto  Rico, 
00936. 


AMERICAN  COLLEGE  OF  PHYSICIANS  presents  course  on 
Genetics  for  the  Internist  - November  11-13,  1970  at  Cornell 
University  Medical  College,  1300  York  Avenue,  New  York, 
New  York,  Second  Floor,  Room  A-250.  Please  send  all 
registration,  requests  for  information,  and  application  to: 
Edward  C.  Rosenow,  Jr.,  MD,  FACP 
Executive  Director 
American  College  of  Physicians 
4200  Pine  Street 
Philadelphia,  Pennsylvania,  19104 


PUERTO  RICO  MEDICAL  ASSOCIATION,  SOUTHWESTERN 
DISTRICT,  SPONSORS  A REFRESHENERS  COURSE  FOR 
GENERAL  PRACTITIONERS. 

During  the  month  of  November,  the  Southwestern  District 
of  the  Puerto  Rico  Medical  Association  will  sponsor  a Refresh- 


ener’s Course  for  General  Practitioners.  The  course  will  be 
given  at  the  Administration  Pavillion  of  the  Mayaguez  Medical 
Center,  from  7:30  till  9:00  p.m.,  starting  on  November  9,  1970. 

The  Academy  of  General  Practice  will  give  a total  of  18 
credit  hours  and  everyone  interested  is  welcomed  to  enroll. 
The  program  will  be  as  follows: 

November  9,  1970  (Monday):  INTERNAL  MEDICINE 

Dr.  Edson  López:  “Pathogenesis  and  Therapy  of  Congestive 
Heart  Failure” 

Dr.  Ismael  Pórtela:  “Treatment  of  the  Inmediate  Complica- 
tions of  Acute  Coronary  Occlusion” 

November  13,  1970  (Friday):  NEUROLOGY 

Dr.  Edgardo  Bonilla:  “Correlative  Neurologic  Diagnosis” 
Dr.  Reinaldo  Carreras:  “Cerebro-Vascular  Diseases” 

November  16,  1970  (Monday):  PEDIATRICS 

Dr.  Luis  Nina  Ortega:  “Practical  Pediatrics  Approaches  to  a 
Child  with  Fever  of  Unknown  Origin” 

Dr.  José  M.  Ramirez:  “Current  Concepts  in  the  Management 
of  Asthma” 

November  18,  1970  (Wednesday):  RADIOLOGY 

Dr.  Jorge  Carrera:  “Radiologic  Diagnosis  of  Diseases  of  the 
Chest” 

Dr.  Antonio  Frontera:  “Radiologic  Diagnosis  of  Tumors 

of  the  Gastrointestinal  Tract” 

November  20,  1970  (Friday):  OPHTHALMOLOGY 

Dr.  José  R.  Latimer:  “Basic  Anatomy  and  External  Diseases 
of  the  Eye” 

Dr.  Carlos  Romaguera:  “Iritis  and  Glaucoma 

November  23,  1970  (Monday):  GENERAL  SURGERY 

Dr.  Ramón  de  Jesús:  “Pathogenesis  and  Therapy  of  Peptic 
Ulcer” 

Dr.  Urselio  Alvarez:  “Pathogenesis  and  Therapy  of  Gall 
Bladder  Disease” 

November  25,  1970  (Wednesday):  OBSTETRICS-PATHOLOGY 
Dr.  Vicente  Luzon:  “Methods  of  Contraception” 

Dr.  Jesús  Vega:  “Clinical  Cytogenetics” 

November  30,  1970  (Monday):  DERMATOLOGY  - PLASTIC 
SURGERY 

Dr.  Héctor  Hernández:  “Diagnosis  and  Therapy  of  Common 
Dermatitides” 

Dra.  Angela  Ramirez:  “Practical  Aspects  on  the  Inmediate 
and  Long-term  Therapy  of  the  Acutely  Burned  Patient’ 

December  2,  1970  (Wednesday):  PSYCHIATRY 
Dr.  Emilio  Pagán  Gordils:  “Defensive  Mechanisms” 

Dr.  Carmelo  Garcia  Bobé:  Etiology  of  Mental  Diseases 
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There’s  a soup 

for  almost  every  patient  and  diet 
..for  every  meal  7 7 

and,  it s made  by  V(WtpO¿il 


CALORIES  / 7 oz  Serving* 


Beef  Broth 
Consommé 
Chicken  with  Rice 
Chicken  Gumbo 
Chicken  Noodle 
Cream  of  Potato 
Chicken  Vegetable 
Vegetable  Beef 


Vegetable 

Tomato 

Cream  of  Asparagus 
Cream  of  Chicken 
Cream  of  Mushroom 
Green  Pea 

Cream  of  Shrimp  (Frozen) 
Bean  with  Bacon 


In  planning  high  or  low  calorie  diets,  Campbell’s  more  than 
50  different  soups  offer  you  a wide  choice.  And,  most  of 
Campbell’s  Soups  contain  a wide  variety  of  ingredients  that 
can  serve  as  supplementary  sources  of  many  essential 
nutrients. 

* From  “Nutritive  Composition  o£  Campbell’s  Products”  which 
gives  values  of  important  nutritive  constituents  of  all  Campbell’s 
Products.  For  your  copy,  write  to  Campbell  Soup  Company, 
Dept.  536,  Camden,  New  Jersey  08101. 


JUDGE  ANTIBIOTICfOINTMENTS  HERE 


Results  on  skin  are  final  proof  of  any  topical  antibiotic’s  effectiveness 

No  in  vitro  test  can  duplicate  a clinical  situation  on  living  skin.  ‘Neosporin’  (polymyxin  B 
— bacitracin -neomycin)  Ointment  has  consistently  proven  its  effectiveness  in  thousands  of 
cases  of  bacterial  skin  infection.  The  spectra  of  the  three  antibiotics  overlap  in  such  a way 
as  to  provide  bactericidal  action  against  most  pathogenic  bacteria  likely  to  be  found  topically. 
Diffusion  of  the  antibiotics  from  the  special  petrolatum  base  is  rapid  since  they  are  insoluble 
in  the  petrolatum,  but  readily  soluble  in  tissue  fluids.  The  Ointment  is  bland  and  nonirritating. 

Caution:  As  with  other  antibiotic  preparations,  prolonged  use  may  result  in  overgrowth  of  nonsuscep- 
tible  organisms  and/or  fungi.  Appropriate  measures  should  be  taken  if  this  occurs.  Articles  in  the 
current  medical  literature  indicate  an  increase  in  the  prevalence  of  persons  allergic  to  neomycin. 
The  possibility  of  such  a reaction  should  be  borne  in  mind. 

Contraindications:  This  product  is  contraindicated  in  those  individuals  who  have  shown  hyper- 
sensitivity to  any  of  its  components. 

Supplied:  Tubes  of  1 oz.,  V2  oz.  with  applicator  tip,  and  Va  oz.  with  ophthalmic  tip. 

Complete  literature  available  on  request  from  Professional  Services  Dept.  PML. 


‘NEOSPORIN’ 

brand 

POLYMYXIN  B-BAOITRACIN-NEOMYCIN 

OINTMENT 


BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC.,  Tuckahoe,  N.Y. 


The  actions  of  the  official 
Tincture  and  Extract  of 
Belladonna  result  chiefly  from 
their  Atropine  content . . . 
conclude  Goodman  and  Gilman 

THE  PHARMACOLOGICAL  BASIS  OF  THERAPEUTICS 
3rd  Edition,  page  522 


Antrocol  provides  the  prompt , predictable  antisecretory  action  of  the  bella- 
donna alkaloid , atropine,  fortified  with  sedation  and  blended  with  Bensul- 
foid,  contributing  to  even  absorption. 


Each  tablet  or  capsule  contains: 
Atropine  sulfate,  0.324  mg.;  Phe- 
nobarbital,  16  mg.  (may  be  habit 
forming);  Bensulfoid,  65  mg.  (see 
white  section  PDR).  The  atropine 
content  of  Antrocol  is  the  maxi- 
mum amount  the  average  patient 
can  take  at  six  hour  intervals  over 
long  periods  with  comfort. 

SUPPLIED 

Tablet  in  bottles  of 
100,  500  and  5000 
Capsule  in  bottles 
of  100, 500  and  1000 

Caution:  Federal  law  prohibits 
dispensing  without  prescription. 


Prescribing  Information 
Contraindicated  in  glaucoma.  Use  cautiously  in  pro- 
static hypertrophy.  Side-effects  of  toxic  dose  of 
atropine:  flushing,  dryness  of  mouth,  cycloplegia, 
tachycardia  and  urinary  retention. 

Dosage:  One  tablet  or  capsule  after  each  meal  to 
correct  emotional  stress  and  normalize  gastric  se- 
cretions. In  treating  peptic  ulcer,  doses  at  regular 
intervals  up  to  eight  (8)  tablets  or  capsules  per  day 
to  provide  the  proper  gastric  titer  for  healing.  After 
ulcer  has  healed,  one  tablet  or  capsule  after  each 
meal  to  maintain  a titer  unfavorable  to  recurrence. 


Clinical  supply  available  to  physicians. 


WILLIAM  P.  POYTHRESS  & CO.,  INC. 
RICHMOND,  VIRGINIA  23217 


Roche 

announces 


Efudex 

(fluorouracil) 

cream/solution 


for  the  treatment 
of  solar/actinic  keratoses... 

a topical  alternative 
to  conventional  therapy 


Fluorouracil— the  Roche  contribution 

In  1962,  Roche  Laboratories  introduced  Fluorouracil 
Roche®  (5-fluorouracil).  Early  clinical  work  with  this 
drug  suggested  that  it  possessed  a selective  cytotoxic 
activity  when  applied  topically  to  certain  kinds  of 
lesions.  Based  on  this  work  and  years  of  clinical  trials, 
a standardized  form  of  topical  fluorouracil  can  now  be 
recommended  for  treatment  of  multiple  solar  or  actinic 
keratoses. 


Efudex®(fluorouracil)—  a new 
alternative  to  conventional  therapy 

Efudex  presents  the  physician  with  a topical  alternative 
to  surgery  in  the  treatment  of  solar  or  actinic  keratoses. 

It  is  effective,  comparatively  inexpensive  and  especially 
well-suited  for  treatment  of  multiple  lesions.  Important, 
too,  is  the  highly  desirable  cosmetic  result.  Clinical 
experience  demonstrates  that  treatment  with  Efudex 
results  in  an  extremely  low  incidence  of  scarring.* 

Highly  effective  on  first  and 
later  applications 

In  clinical  trials,  depending  on  the  dosage  form  and 
strength  used,  complete  involution  occurred  in  77  to  88 
per  cent  of  lesions  following  treatment.  The  rate  of 
recurrence  was  low,  ranging  from  1.7  to  5.6  per  cent 
up  to  a year  after  completion  of  therapy.  When  lesions 
did  recur  or  new  ones  appeared,  repeated  courses  of 
Efudex  therapy  proved  effective.* 


1/22/68  — Treatment  with  5%  5-FU 
cream  commences.  Patient  K.L.  showing 
widespread  but  mild  solar  keratoses  (also 
known  as  actinic  keratoses). 


/2/68  — After  11  days  of  treatment, 
rythema  is  seen  at  site  of  keratoses.  In 
ddition,  numerous  lesions  not  apparent 
rior  to  therapy  have  become  manifest 
y sharply  defined  reactions.  Intervening 
kin,  also  treated,  shows  no  response  to 
herapy. 

:/ 19/69  — One  year  after  cessation  of 
herapy.  Skin  appears  clear  with  no  evi- 
lence  of  scarring.  Examination  reveals 
ack  of  recurrence  or  the  formation  of 
lew  lesions. 


Predictable  sequence  of 
therapeutic  response 

Two  to  four  weeks  constitutes  a typical  course  of  Efudex 
therapy.  The  response  is  usually  characteristic  and 
predictable.  After  three  or  four  days  of  treatment, 
erythema  begins  to  appear  in  the  area  of  the  keratoses. 
This  is  followed  by  an  intense  inflammatory  response, 
scaling  and  occasionally  moderate  tenderness  or  pain. 
The  height  of  the  inflammatory  reaction  generally  occurs 
two  weeks  after  the  start  of  therapy,  and  then  begins 
to  subside  as  treatment  is  stopped.  Within  two  weeks 
of  discontinuing  medication,  the  inflammation  is  usually 
gone.  A mild  erythema  may  remain  for  two  to  three 
months  before  gradually  receding. 

Selective— with  a high  degree 
of  safety 

Despite  the  temporary  unsightliness  and  discomfort  of 
the  inflammatory  episode,  Efudex  is,  in  general,  more 
readily  tolerated  than  surgery.  Clinical  work  shows  the 
intense  inflammatory  response  to  be  limited  to  the  area  of 
the  lesion.  Normal  skin  is  not  similarly  affected.  Another 
measure  of  Efudex  safety:  systemic  absorption  of  topical 
fluorouracil  was  insignificant,  indicating  a low  risk  of 
systemic  toxicity.* 

Two  strengths— two  convenient 
dosage  forms 

Efudex  is  available  as  a 2%  or  5%  solution  or  as  a 5% 
cream.  It  is  applied  twice  daily  by  the  patient  with 
a nonmetal  applicator  or  suitable  glove. 

Before  prescribing  Efudex,  however,  there  are  two 
important  considerations.  First,  please  consult  the 
complete  prescribing  information  for  precautions, 
warnings  and  adverse  reactions.  Second,  advise  the 
patient  that  treated  lesions  should  respond  with  the 
characteristic  but  transient  inflammation.  A positive 
sign  that  Efudex  is  working  for  them. 

*Data  on  file,  Hoffmann-La  Roche  Inc.,  Nutley,  New  Jersey. 

27c  and  57c  Solutions ¡ 57c  Cream 
Applied  twice  daily— resolves 
solar  or  actinic  keratoses. 

new 

(fluorouracil) 

cream/solution 


For  full  prescribing  information,  please  see  the  following  page. 


When  disease  is  ruled  out 
and  psychic  tension  is  implicated 

\hllUm  (diazepam) 

helps  relax  the  patient 
and  relieve  his  somatic  symptoms 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 

Indications:  Tension  and  anxiety  states;  somatic  com- 
plaints which  are  concomitants  of  emotional  factors; 
psychoneurotic  states  manifested  by  tension,  anxiety, 
apprehension,  fatigue,  depressive  symptoms  or  agita- 
tion; acute  agitation,  tremor,  delirium  tremens  and 
hallucinosis  due  to  acute  alcohol  withdrawal;  adjunc- 
tively  in  skeletal  muscle  spasm  due  to  reflex  spasm  to 
local  pathology,  spasticity  caused  by  upper  motor 
neuron  disorders,  athetosis,  stiff-man  syndrome,  con- 
vulsive disorders  (not  for  sole  therapy). 
Contraindicated:  Known  hypersensitivity  to  the  drug. 
Children  under  6 months  of  age.  Acute  narrow  angle 
glaucoma. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution 
against  hazardous  occupations  requiring  complete 
mental  alertness.  When  used  adjunctively  in  convul- 
sive disorders,  possibility  of  increase  in  frequency 
and/or  severity  of  grand  mal  seizures  may  require 
increased  dosage  of  standard  anticonvulsant  medica- 
tion; abrupt  withdrawal  may  be  associated  with  tem- 
porary increase  in  frequency  and/  or  severity  of 
seizures.  Advise  against  simultaneous  ingestion  of 
alcohol  and  other  CNS  depressants.  Withdrawal 
symptoms  have  occurred  following  abrupt  discon- 
tinuance. Keep  addiction-prone  individuals  under 
careful  surveillance  because  of  their  predisposition  to 
habituation  and  dependence.  In  pregnancy,  lactation 


or  women  of  childbearing  age,  weigh  potential  benefit 
against  possible  hazard. 

Precautions:  If  combined  with  other  psychotropics  or 
anticonvulsants,  consider  carefully  pharmacology  of 
agents  employed.  Usual  precautions  indicated  in  pa- 
tients severely  depressed,  or  with  latent  depression, 
or  with  suicidal  tendencies.  Observe  usual  precau- 
tions in  impaired  renal  or  hepatic  function.  Limit 
dosage  to  smallest  effective  amount  in  elderly  and 
debilitated  to  preclude  ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypo- 
tension, changes  in  libido,  nausea,  fatigue,  depression, 
dysarthria,  jaundice,  skin  rash,  ataxia,  constipation, 
headache,  incontinence,  changes  in  salivation,  slurred 
speech,  tremor,  vertigo,  urinary  retention,  blurred 
vision.  Paradoxical  reactions  such  as  acute  hyperexcited 
states,  anxiety,  hallucinations,  increased  muscle  spas- 
ticity, insomnia,  rage,  sleep  disturbances,  stimulation, 
have  been  reported;  should  these  occur,  discontinue 
drug.  Isolated  reports  of  neutropenia,  jaundice;  peri- 
odic blood  counts  and  liver  function  tests  advisable 
during  long-term  therapy. 


Roche 

LABORATORIES 
Division  of  Hoffmann-La  Roche  Inc. 
Nutley,  New  Jersey  07110 
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Norman  Maldonado,  MD,  Antonio  E.  Frías,  MD,  Marta  Cando,  PhD,  Christian  Gulbrandsen,  MD  and  Jenaro  Haddock,  MD 


SIGNIFICANCE  OF  FIBRINOLYSIS  IN  LIVER  SURGERY 306 

Gerhart  Ramirez  Schon,  MD 

THE  USE  OF  A NEW  POLYGLYCOLIC  ACID  SUTURE  IN  GENERAL  SURGERY: 309 

Clinical  and  Experimental  Studies 

E.  A.  Santiago  Delpín,  MD,  P.  Rodríguez  Millán,  MD,  O.  L.  Rodríguez,  MD,  G.  Ramirez  Schon,  MD  and  F.  L.  Raffucci,  MD 
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His  wife  has  a lot  of  different 
tenopausal  symptoms,  but  only  a few 
¡ally  irritate  him.  Her  hot  flashes,  her 
artigo,  her  palpitations — that’s  her 
roblem.  What  really  bothers  him  is 
sr  nervousness,  her  irritability  and 
dr  excessive  anxiety,  often  expressed 
/ endless  “booHshuffling,  chain- 
noking,  reading-lamp”  insomnia! 

Menrium  takes  care  of  hot  flashes, 
artigo,  palpitations  in  most 
tenopausal  women.  Menrium 
rovides  the  well-known  antianxiety 
:tion  of  chlordiazepoxide  (Librium®) 
rd  water-soluble  esterified  estrogens, 
therefore  relieves  more  symptoms 
lan  either  component  separately, 
takes  care  of  the  vasomotor 
'mptoms  as  well  as  the  emotional 
'mptoms.  This  means  the  symptoms 
íat  bother  his  wife  most.  And  the 
rmptoms  that  irritate  him  most. 

So,  to  help  them  both  get  through 
zr  menopause,  remember  Menrium. 


Before  prescribing,  please  consult  complete  product  informa- 
tion, a summary  of  which  follows: 

Indications:  Management  of  manifestations  generally  associated 
with  the  menopausal  syndrome — anxiety  and  tension,  vasomotor 
complaints  and  hormonal  deficiency  states. 

Contraindications:  Women  with  cancer  of  breast  or  genitalia, 
except  inoperable  cases,  and  those  with  known  hypersensitivity  to 
chlordiazepoxide  and/or  esterified  estrogens. 

Warnings:  Caution  patients  about  possible  combined  effects  with 
alcohol  and  other  CNS  depressants.  As  with  all  CNS-acting  drugs, 
caution  patients  against  hazardous  occupations  requiring  complete 
mental  alertness  (e.g.,  operating  machinery,  driving).  Exclude  other 
possible  causes  of  menopausal  syndrome  manifestations,  such  as 
pregnancy.  Though  physical  and  psychological  dependence  have  rarely 
been  reported  on  recommended  doses,  use  caution  in  administering  to 
addiction-prone  individuals  or  those  who  might  increase  dosage; 
withdrawal  symptoms  (including  convulsions)  similar  to  those  seen 
with  barbiturates  have  been  reported  following  discontinuance  of 
chlordiazepoxide  HC1.  Potential  benefits  of  use  in  pregnancy,  lactation 
or  women  of  childbearing  age  should  be  weighed  against  possible 
hazards  to  mother  and  child.  Clinical  data  inadequate  on  safety 
in  pregnancy. 

Precautions:  In  elderly  and  debilitated  patients,  limit  dosage  to 
smallest  effective  amount  of  chlordiazepoxide  (initially  10  mg  or  less 
per  day)  to  preclude  ataxia  or  oversedation;  increase  gradually  as 
needed  and  tolerated.  Though  generally  not  recommended,  if  combina- 
tion therapy  with  other  psychotropics  seems  indicated,  carefully 
consider  individual  pharmacologic  effects — particularly  in  use  of 
potentiating  drugs  such  as  MAO  inhibitors  and  phenothiazines. 
Observe  usual  precautions  in  patients  with  impaired  renal  or  hepatic 
function.  Paradoxical  reactions  to  chlordiazepoxide  (e.g.,  excitement, 
stimulation  and  acute  rage)  have  been  reported  in  psychiatric  patients. 
Employ  usual  precautions  in  the  treatment  of  anxiety  states  with 
evidence  of  impending  depression;  suicidal  tendencies  may  be  present 
and  protective  measures  necessary.  Variable  effects  on  blood  coagula- 
tion very  rarely  reported  in  patients  receiving  Librium®  (chlordiaz- 
epoxide) and  oral  anticoagulants. 

Adverse  Reactions:  Untoward  effects  seen  with  either  compound 
alone  may  occur  with  Menrium.  With  chlordiazepoxide,  drowsiness, 
ataxia  and  confusion  reported  in  some  patients,  particularly  in  the 
elderly  and  debilitated;  while  usually  avoided  by  proper  dosage  adjust- 
ment, these  are  occasionally  observed  at  lower  dosage  ranges.  Also 
reported  have  been  a few  instances  of  syncope;  isolated  occurrences  of 
skin  eruptions,  edema,  minor  menstrual  irregularities,  nausea  and 
constipation,  extrapyramidal  symptoms,  increased  and  decreased 
libido,  and  occasional  reports  of  blood  dyscrasias,  including  agranu- 
locytosis, jaundice  and  hepatic  dysfunction.  Periodic  blood  counts  and 
liver  function  tests  advisable  during  protracted  treatment.  Changes  in 
EEG  patterns  (low-voltage  fast  activity)  observed  during  and  after 
chlordiazepoxide  treatment. 

With  estrogens,  headache,  nausea  and  vomiting,  anorexia, 
gastrointestinal  discomfort,  dysuria  and  urinary  frequency,  jitteriness, 
breast  engorgement,  formation  of  breast  cysts,  skin  rashes  and  pruritus 
occasionally  seen.  Administration  may  also  be  associated  with 
uterine  bleeding  and/or  followed  by  withdrawal  bleeding. 

Usual  Dosage:  One  tablet  t.i.d.  for  21  days,  followed  by  one-week 
rest  periods. 


5 mg  chlordiazepoxide 


5 mg  chlordiazepoxide 


10  mg  chlordiazepoxide 


0.2  mg  water-soluble 
esterified  estrogens 


0.4  mg  water-soluble 
esterified  estrogens 


0.4  mg  water-soluble 
esterified  estrogens 


When  it’s  more  than  a bad  cold 


your  patient  can  feel  better 
while  he’s  getting  better 


Achrocidin 

Tetracycline  HC1— Antihistamine— Analgesic  Compound 

Each  tablet  contains:  ACHROMYCIN®  Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.; 
Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  citrate  25  mg. 


In  tetracycline-sensitive  bacterial  infection  complicating  respiratory  allergy,  ACHROCIDIN 
brings  the  treatment  together  in  a single  prescription— prompt  relief  of  headache  and  conges- 
tion together  with  effective  control  of  the  organisms  frequently  responsible  for  complications 
leading  to  prolonged  disability  in  the  susceptible  patient. 

For  children  and  elderly  patients  you  may  prefer  caffeine-free  ACHROCIDIN  Syrup.  Each 
5 cc  contains:  ACHROMYCIN  ( Tetracycline ) equivalent  to  Tetracycline  HCl  125  mg.;  Phen- 
acetin 120  mg.;  Salicylamide  150  mg.;  Ascorbic  Acid  (C)  25  mg.;  Pyrilamine  Maleate  15  mg. 


Contraindications:  Hypersensitivity  to  any  compo- 
nent. 

Warning:  In  renal  impairment,  since  liver  toxicity  is 
possible,  lower  doses  are  indicated;  during  prolonged 
therapy  consider  serum  level  determinations.  Photo- 
dynamic reaction  to  sunlight  may  occur  in  hyper- 
sensitive persons.  Photosensitive  individuals  should 
avoid  exposure;  discontinue  treatment  if  skin  dis- 
comfort occurs. 

Precautions:  Drowsiness,  anorexia,  slight  gastric  dis- 
tress can  occur.  In  excessive  drowsiness,  consider 
longer  dosage  intervals.  Persons  on  full  dosage 
should  not  operate  vehicles.  Nonsusceptible  organ- 
isms may  overgrow;  treat  superinfection  appropri- 
ately. Treat  beta-hemolytic  streptococcal  infections 
at  least  10  days  to  help  prevent  rheumatic  fever  or 
acute  glomerulonephritis.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming  tissue  and 


may  cause  dental  staining  during  tooth  development 
(last  half  of  pregnancy,  neonatal  period,  infancy, 
early  childhood). 

Adverse  Reactions:  Gastrointestinal—  anorexia,  nau- 
sea, vomiting,  diarrhea,  stomatitis,  glossitis,  entero- 
colitis, pruritus  ani.  Skin  — maculopapular  and 
erythematous  rashes;  exfoliative  dermatitis;  photo- 
sensitivity; onycholysis,  nail  discoloration.  Kidney 
-dose-related  rise  in  BUN.  Hypersensitivity  reac- 
tions—urticaria,  angioneurotic  edema,  anaphylaxis. 
Intracranial—  bulging  fontanels  in  young  infants. 
Teeth— yellow-brown  staining;  enamel  hypoplasia. 
Blood— anemia,  thrombocytopenic  purpura,  neutro- 
penia, eosinophilia.  Li  ver —cholestasis  at  high  dosage. 

Upon  adverse  reaction,  stop  medication  and  treat 
appropriately. 
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Disorders  of  lipid  metabolism  or  transport  have 
been  associated  with  various  disease  states  among 
which  are  diabetes  mellitus,  hypothyroidism,  alcoholism, 
arteriosclerosis,  nephrotic  syndrome,  liver  disease,  pan- 
creatitis, glycogen  storage  disease  and  dysproteinemia. 
However,  other  disorders  are  primarily  familial  defects 
of  lipid  or  lipoprotein  metabolism  and  could  be  dif- 
ferentiated clinically  and  by  laboratory  studies  (1,2,  3). 

The  classes  of  lipids  most  commonly  measured  in 
plasma  are  phospholipids,  cholesterol,  triglycerides  and 
free  fatty  acids.  Lipids  are  normally  transported  by 
proteins  called  lipoproteins.  These  have  been  divided 
in  four  different  groups  according  to  ultracentrifuge 
analysis.  The  chylomicrons  are  the  largest  particles 
with  densities  of  less  than  1.006,  approaching  0.9 
(Sf  > 400).  The  low  density  beta  lipoprotein  (LDL) 
have  a density  from  1.006  to  1.063  (Sf  0-20).  The 
very  low  density  prebeta  lipoproteins  (VLDL)  have  a 
density  of  less  than  1.006  (Sf  20-400)  and  the  high 
density  alpha  lipoproteins  of  an  average  between  1.063 
to  1.21  (4). 

A more  simple  technique  to  study  lipoproteins  is 
by  paper  electrophoresis.  One  can  identify  the  chy- 
lomicra  which  contains  mostly  neutral  fats  of  exoge- 
nous origin  because  they  do  not  migrate  from  the 
point  of  application.  The  low  density  beta  lipoproteins 
migrate  in  the  region  of  the  beta  globulins.  The  very 
low  density  prebeta  lipoprotein  migrates  slightly  more 
than  the  beta  lipoproteins.  The  alpha  lipoproteins  mi- 
grate in  the  region  of  the  alpha  globulins.  Normally 
one  can  detect  a discrete  beta  lipoprotein  and  a faint 
alpha  lipoprotein  band. 

Five  different  abnormal  patterns  of  lipoproteins 
have  been  described  (Figure  1).  Type  I is  a definite 
entity.  Types  II  to  V are  different  but  are  many 


From  the  Hematology  Section,  Departments  of  Medicine 
and  Pediatrics,  University  of  Puerto  Rico  School  of  Medicine 
and  the  Veterans  Administration  Hospital,  San  Juan,  Puerto 
Rico.  This  study  was  supported  by  N.  I.  H.  Hematology 
Training  Grant  No.  AM  02  7 76. 


times  interrelated  and  have  not  been  definitely  charac- 
terized as  to  inheritance  and  relationship  to  other 
diseases. 

Familial  hyperlipoproteinemia  of  the  type  I variety 
is  defined  by  the  presence  of  massive  amounts  of 
chylomicrons  while  the  patient  is  on  a normal  diet. 
The  disease  is  due  to  a defect  in  removal  of  chylo- 
microns and  of  other  triglyceride  rich  lipoproteins. 
The  patients  almost  always  have  decreased  plasma 
postheparin  lipolytic  activity.  Low  tissue  lipoprotein 
lipase  enzymatic  activity  is  the  suspected  inheritable 
anomaly. 

Type  II  hyperlipoproteinemia  is  the  most  common 
of  the  familial  lipid  disorders  and  shows  an  increase 
in  beta  lipoprotein.  It  is  frequently  associated  with 
deposition  of  lipids  in  skin,  tendons,  eyes  and  ar- 
teries (atheromatosis)  (5).  Type  III  hyperlipoproteine- 
mia consists  of  increased  amounts  of  both  beta  and 
pre  beta  lipoproteins.  The  plasma  cholesterol  and 
phospholipids  are  elevated  in  association  with  an  ab- 
normal increase  in  the  concentration  of  glycerides. 
The  hypergliceridemia  is  usually  carbohydrate  induced 
(5).  The  Type  IV  defect  is  characterized  by  an  increase 
in  prebeta  lipoprotein  and  triglycerides.  The  plasma 
cholesterol  and  phospholipids  are  usually  normal.  This 
condition  is  associated  with  coronary  artery  disease, 
pancreatitis  and  abnormal  glucose  tolerance  (6).  The 
type  V disorder  shows  an  increase  in  chylomicrons 
and  hyperprebeta  lipoproteinemia  with  increase  in  cho- 
lesterol and  triglycerides.  It  appears  to  he  a combina- 


NORMAL  I II  III  IV  V 


Fig.  1:  Schematic  representation  of  the  different  types 
of  hyperlipoproteinemia.  See  text  for  additional  information. 
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lion  of  fat  and  carbohydrate  induced  hypertriglyceride- 
mia. It  is  seen  in  diabetes  mellitus  and  is  questionable 
if  a deficiency  or  defect  of  lipoprotein  lipase  is  also 
associated  with  this  pattern  (6).  It  is  the  purpose  of 
this  manuscript  to  report  three  patients  with  Type  1 
hyperlipoproteinemia. 

Material  and  Methods 


All  the  patients  were  admitted  to  the  University  Hospital 
University  of  Puerto  Rico  School  of  Medicine  for  evaluation. 
They  had  complete  blood  counts  and  bone  marrow  aspirations 
done.  The  latter  were  stained  with  Wright  Giemsa,  oil  red  0, 
sudan  111.  alkaline  phosphatase  and  periodic  acid  Schiff  stains 
(PAS)  by  routine  procedures.  Serum  lipids  were  studied  by 
determining  the  fasting  cholesterol,  triglycerides  (7)  phospho- 
lipids (8),  beta  lipoprotein  (9)  and  lipoprotein  electrophoresis 
pattern  (10).  The  lipoprotein  lipase  assay  was  performed  in 
vitro  according  to  the  method  described  by  Frederickson  et  al 
(11). 

Case  I 

AM,  a 15-year  old  white  girl  was  first  seen  in  October  1962 
at  the  age  of  7,  because  of  hepatosplenomegaly  found  by  a 
dermatologist  examining  her  for  a generalized  erythematous 
skin  rash  of  2 months  duration.  There  was  no  history  of  ab- 
dominal pains.  She  was  well  developed,  thin,  alert  girl  weighing 
14  lbs.  On  physical  examination  she  had  small  1 cm.  cervical 
lymph  nodes  bilaterally.  A grade  2 systolic  murmur  was  heard 
throughout  the  precordium  and  transmitted  to  the  neck;  a 
sharp,  non-tender  liver  edge  was  palpable  3 cm.  below  the 
right  costal  margin.  A non-tender,  firm  spleen  was  felt 
3 cm.  below  the  left  costal  margin.  No  xanthomata  or 
palmar  erythema  was  present. 

Laboratory  studies  showed  a normal  urinalysis,  hemo- 
globin 14.0  gm/100  ml.  platelet  count  114,000/mm3,  white 
blood  cell  count  7,350/mm3  with  56  neutrophiles,  1 band, 
40  lymphocytes,  1 monocyte  and  2 eosinophils.  The  bone 


marrow  showed  normoblastic  erythroid  hyperplasia,  eosino- 
philia,  and  many  pale,  foamy  histiocytes  (Fig.  2).  Oil  red  « 
“0”  and  sudan  111  stains  were  positive  for  lipid.  Splenic 
puncture  demonstrated  numerous  similar  lipid  staining  histio- 
cytes. The  glucose  tolerance  test  was  flat  with  a fasting 
blood  sugar  of  64  mg/ 100  ml,  1 hour  92  mg,  2 hours  94  mg, 
and  3 hours  94  mg  percent.  Liver  function  tests  showed 
a SGOT  of  42,  SGPT  of  28,  alkaline  phosphatase  of  16  KA 
units  and  a total  serum  bilirubin  of  0.5  mg/ 100  ml.  The 
serum  was  found  chylous.  The  serum  cholesterol  was  140 
mg/100  ml  and  triglycerides  1,020  mg/100  ml.  She  was 
placed  on  a low  fat  diet,  but  when  she  was  studied  again 
in  May  1966  the  serum  was  still  chylous  with  a fasting  total 
cholesterol  of  160  mg/ 100  ml  and  triglycerides  of  660  mg/ 100 
ml.  A serum  lipoprotein  electrophoresis  after  an  overnight 
fast  showed  a chylomicron  band  at  the  origin.  This  pattern 
was  consistent  with  type  1 hyperlipoproteinemia  (Fig.  3). 
After  1 year  on  a carefully  supervised  low  fat  diet,  the  serum 
triglyceride  had  fallen  markedly  to  275  mg/ 100  ml.  The 
number  of  lipid  laden  histiocytes  in  the  bone  marrow  was 
reduced  considerably.  Hepatosplenomegaly  persisted  after 
24  months  on  the  low  fat  diet,  but  lately  decreased  in  size 
and  is  barely  palpable.  Serum  lipoprotein  electrophoresis 
showed  a Type  IV  pattern  while  on  the  diet.  The  post-heparin 
lipolytic  activity  showed  no  activity. 

Case  2 

The  patient’s  9-year  old  brother  was  asymptomatic  and 
during  a routine  examination  was  found  to  have  splenomegaly. 

He  never  had  abdominal  pain.  On  physical  examination  he 
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Fig.  2:  Foamy  histiocytes  in  the  bone  marrow  of  our 
first  patient  A.  M.  Magnification  x 500. 


Fig.  3;  Lipoprotein  electrophoresis  of  our  first  two 
patients  and  their  parents.  The  patients  have  a dense  chylo- 
micron band  at  the  origin  and  the  parents  are  normal. 
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TABLE  I:  MALDONADO  FAMILY  - SERUM  LIPIDS 


Cholesterol  - mg.  percent 

Triglyceride,  mg.  percent 

E.  M.  (mother) 

198 

86 

T.  M.  (father) 

174 

101 

AM.  M.  (propositus) 

168 

563 

R.  M.  (brother) 

100 

683 

T.  M.  (brother) 

113 

67 

C.  A.  M.  (brother) 

179 

68 

was  thin,  well  developed,  46  lbs.,  47  inches  tall,  alert  boy  with 
shooty  cervical  lymph  nodes.  A short,  low  pitched  systolic 
murmur  was  heard  over  the  left  sternal  border  and  apex  of 
the  heart.  The  spleen  was  firm  and  non  tender  3 cm.  below 
the  left  costal  margin.  A right  indirect  inguinal  hernia  was 
present.  No  hepatomegaly  or  xanthomata  were  present. 

Laboratory  studies  showed  a normal  urinalysis,  hemoglobin 
12.3  mg/100  ml,  platelet  count  196,000/mm  , WBC  10,450/ 
mm3  with  69  segmented,  26  lymphocytes,  1 monocyte,  2 baso- 
phils and  2 eosinophils,  blood  urea  nitrogen  11  mg/100  ml, 
fasting  blood  sugar  92  mg.  percent,  and  many  Giardia  lamblia 
in  his  stools.  PPD,  histoplasmin  and  Battey  skin  tests  were 
negative.  A bone  marrow  showed  many  foamy  histiocytes, 
filled  with  lipid  as  seen  by  the  oil  red  0 and  sudan  III  stains. 
PAS  and  alkaline  phosphatase  stains  were  negative.  The  serum 
was  chylous.  The  total  cholesterol  was  100  mg/ 100  ml,  the 
triglycerides  683  mg/ 100  ml  and  the  serum  lipoprotein  electro- 
phoresis showed  a Type  I pattern.  There  was  no  activity 
in  the  post-heparin  lipolytic  test. 

Chromosomal  studies  from  peripheral  blood  culture  were 
done  in  both  patients  and  their  mother.  Normal  karyograms 
were  present  in  all  three.  Serum  lipids  and  lipoprotein  electro- 
phoresis were  normal  in  both  parents  and  in  2 siblings  (Table  I). 


Case  3 

M.S.L.  - a 14-month  old  girl  was  born  after  a 9-month 
pregnancy  complicated  by  diabetes.  While  at  the  nursery  she 
developed  hypoglycemia,  hypocalcemia  and  acidosis.  She  was 
discharged  home  when  33  days  old  on  evaporated  milk,  cereals, 
fruits  and  vitamins.  When  she  was  six  months  old,  fresh  milk 
was  given.  At  the  age  of  eight  months  anemia  and  splenomegaly 
were  detected.  The  patient  was  placed  on  oral  iron  and  folic 
acid  therapy  without  improvement.  At  14  months  hepatomega- 
ly besides  splenomegaly  and  anemia  were  detected.  She  was 
admitted  for  further  evaluation. 

Physical  examination  on  admission  revealed  a poorly  nou- 
rished girl  weighing  15-1/2  pounds  with  a length  of  26-1/2 
inches.  The  head  circumference  was  below  the  3 percent 
percentile.  The  conjunctivae  were  pale.  The  liver  was  palpable 
4 cm  below  the  costal  border  and  the  spleen  was  smooth  and 
non  tender  extending  4 cm  below  the  left  costal  margin. 

Laboratory  studies  revealed  a hemoglobin  of  8.2  gm/100  ml, 
white  blood  cell  count  10,800/mm3  with  44  neutrophiles,  55 


lymphocytes,  1 monocyte.  Urinalysis  normal.  The  stools 
were  negative  for  ova  and  parasites.  A G-6PD  screening  test 
was  normal.  The  sickle  cell  preparation  was  negative.  Direct 
and  indirect  Coomb’s  test  were  negative.  Total  proteins  was 
8.2  gm/100  ml  with  5 gms  albumin  and  3.2  gms.  globulin. 
The  serum  calcium  was  10  mg/ 100  ml  and  the  serum  phos- 
phorus 6.1  mg/100  ml.  The  PPD,  Battey  and  histoplasmin 
skin  tests  were  negative.  A glucose  tolerance  test  revealed 
a fasting  level  of  80.3  mg/100  ml,  1/2  hr.  113.0,  1 hr.  103.9, 
2 hr.  87.6,  4 hr.  77.8  and  5 hr.  80.8  mg/ 100  ml.  The  chest 
X-ray  was  negative.  A flat  plate  of  the  abdomen  revealed 
hepatosplenomegaly.  The  serum  cholesterol  was  85.3  mg 
percent,  serum  triglycerides  was  209.6  mg/ 100  ml,  phos- 
pholipids 172  mg/100  ml.  The  serum  was  chylous.  Serum 
lipoprotein  electrophoresis  revealed  a Type  I pattern.  The 
post-heparin  lipolytic  assay  revealed  no  apparent  activity. 

Discussion 

Hyperlipemia,  which  means  lactescence  in  plasma 
associated  with  triglyceride  concentrations  over  about 
200  mg  per  100  ml  is  uncommon  in  children.  Its 
occurrence  is  an  important  warning  signal  that  some- 
thing is  wrong  with  fat  transport  or  intermediary  me- 
tabolism. One  syndrome  can  usually  be  distinguished 
from  all  other  causes  of  hyperglyceridemia,  this  is 
familial  hyperchylomicronemia;  Type  I familial  hyper- 
lipoproteinemia. 

In  1932  Bunger  and  Grutz  (12)  reported  a young 
boy  who  was  probably  the  first  example  of  this  disease 
to  be  described.  The  earliest  report  of  a definitely 
familial  example  was  that  of  Holt  et  al  in  1939  (13). 
Since  then  many  reports  have  appeared  out  of  which 
34  cases  have  been  accepted  as  representing  the  Type  I 
syndrome  (1).  In  1957  Havel  and  Gordon  (14) 
unequivocally  demonstrated  retardation  of  chylomicron 
clearance  and  decrease  in  post-heparin  lipolytic  activity 
in  patients  with  skin  disease.  A study  of  many  liyper- 
lipemic  patients  by  a standardized  assay  has  confirmed 
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this  finding  and  demonstrated  it  to  be  particularly 
unique  for  Type  I.  It  has  also  been  shown  that  relatives 
of  such  patients  may  have  a detectable  biochemical 
defect. 

The  clinical  manifestations  frequently  start  during 
infancy.  Hyperlipemia  is  usually  discovered  accidentally 
or  because  of  severe  side  effects  common  in  hyperlipe- 
mia. These  are  eruptic  xanthomas,  bouts  of  abdominal 
pain,  or  hepatic  and  splenic  enlargement.  In  our 
patients,  xanthomas  were  not  observed.  These,  when 
present,  are  of  the  eruptive  type  and  their  appearance 
and  disappearance  can  be  correlated  with  the  degree 
of  hyperlipemia.  The  abdominal  pain  can  be  episodic, 
colicky,  localized  to  the  mid  epigastric,  mid  abdomen, 
left  upper  quadrant  and  radiating  to  the  back.  It  can  be 
confused  with  a surgical  abdomen  with  spasm,  rigidity 
and  rebound  tenderness.  The  patients  can  have  lipemia 
retinalis  seen  as  a pale  cast  in  the  retina  associated 
with  a marked  increase  in  light  reflex  of  the  vessels. 
When  blood  is  drawn  it  looks  as  cream  of  tomato  soup. 

The  triglycerides  found  in  patients  with  Type  I 
hyperlipoproteinemia  are  exogenous  or  those  absorbed 
by  the  intestine,  in  contrast  to  the  triglycerides  present 
in  other  types  which  are  endogenous  or  hepatic  in  ori- 
gin. The  defect  in  Type  I hyperlipoproteinemia  pro- 
bably lies  in  an  impairment  of  the  normal  removal  of 
chylomicrons  from  the  blood.  Most  patients  with  the 
disease  have  a deficiency  in  lipoprotein  lipase  which 
decreases  the  hydrolysis  at  the  sites  of  removal.  The 
post  heparin  lipolytic  activity  (PHLA)  has  been  the 
main  assay  system.  A small  dose  of  intravenous 
heparin  is  followed  immediately  by  a release  of  con- 
siderable lipolytic  activity  in  plasma.  This  PHLA  is 
largely  due  to  the  enzyme  lipoprotein  lipase.  Measure- 
ments of  PHLA  in  plasma  has  ascertained  that  the 
type  I syndrome  is  associated  with  low  enzyme  levels. 

Since  the  early  reports  of  this  condition  a large 
spleen  has  frequently  been  described  (15,  16).  There- 
fore it  is  important  to  distinguish  this  disease  from 
other  lipid  storage  diseases  as  Gaucher’s,  Nieman  Pick, 
unknown  lipid  storage  disease  and  others.  The  finding 
of  large  pale  histiocytes  in  the  bone  marrow  was  seen 
in  our  patients  and  histochemical  studies  showed  that 
they  were  positive  for  lipids  upon  staining.  The  foam 
cells  are  10  to  90  microns  in  diameter.  They  are 
the  result  of  the  phagocytic  action  of  the  reticulo- 
endothelial system  to  excess  in  the  blood  and  do  not 
represent  increase  synthesis  of  fat  by  these  cells. 

The  finding  of  a large  spleen  was  described  in  the 
past  in  diabetics  with  lipemia  (17)  and  recently  in 


patients  with  various  hyperlipoproteinemias  including 
types  I,  IV  and  V (5,  6).  In  a recent  report  a patient 
with  Type  V pattern  underwent  splenectomy  for  splenic 
vein  occlusion.  The  spleen  showed  massive  infiltration 
with  macrophages  filled  with  material  positive  for  oil 
red  “0”  stain  (18). 

Tanaka,  Brecher  and  Frederickson  compared  the 
electron  microscopic  features  of  the  cells  in  Nieman 
Pick,  “familial  hypercholesterolemia  (Type  II),  familial 
hyperlipemia  (Type  I)  and  non-familial  hyperlipemia 
with  diabetes  mellitus  (probably  Type  V).  They 
found  that  there  were  basic  structural  similarities  in 
the  lipid  granules  of  the  Nieman-Pick  and  the  other 
lipidoses  despite  their  different  chemical  compositions. 
The  cells  in  Gaucher  disease  with  their  microtubules 
are  clearly  different,  and  are  not  confused  with  either 
light  or  electron  microscopy. 

The  hematologic  features  in  patients  with  type  I 
hyperlipoproteinemia  are  usually  not  too  striking  since  ' 
most  patients  have  normal  blood  counts.  Although,  i 
with  very  large  spleens,  anemia,  thrombocytopenia  and  I 
leukopenia  can  be  seen.  Red  cell  survival  studies  have 
not  been  reported.  It  is  the  finding  of  the  lipid  laden  ' 
histiocytes  what  can  be  a source  of  confusion  if  these  ) 
conditions  are  not  kept  in  mind. 

The  inheritance  of  this  condition  is  autosomal  recessi- 
ve as  was  suggested  in  our  family.  Unfortunately  we 
could  not  perform  the  post-heparin  lipolytic  activity 
in  the  parents  of  our  patients. 

Most  of  the  patients  reported  to  our  knowledge 
are  young  and  there  is  no  evidence  of  complications 
such  as  diabetes  mellitus,  artherosclerosis  or  accelerated 
coronary  artery  disease.  Pancreatitis  can  occur  in  some 
patients  presumably  due  to  fat  embolization  or  local 
lipolysis,  increasing  the  irritating  free  fatty  acids.  How- 
ever, none  of  these  mechanisms  has  been  proven.  Sple- 
nic pain  has  been  described  and  it  was  previously 
mentioned  that  splenic  vein  thrombosis  can  occur. 

The  management  of  this  condition  is  by  restricting 
fat  moderately  to  20  or  25  gm  per  day.  The  lipo- 
protein pattern  may  change  to  resemble  a Type  IV 
pattern.  The  use  of  medium  chain  triglycerides  has 
been  popularized.  However,  they  cause  an  increase 
in  pre  beta  lipoproteins  and  the  safety  of  this  is  not 
known  (5).  The  use  of  modern  antilipemic  drugs  and 
heparin  seem  of  no  value  at  the  present  time. 

Summary 

Three  patients  with  Type  I hyperlipoproteinemia 
were  studied.  The  spleen  was  large  and  the  bone 
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marrow  showed  many  foamy  histiocytes  which  stained 
positive  for  lipid.  The  spleen  of  one  of  the  patients 
had  the  same  cells.  All  these  patients  had  low 
lipoprotein  lipase  as  shown  by  the  post-heparin  lipo- 
lytic activity  (PHLA). 

Splenomegaly  and  foamy  histiocytes  in  the  bone 
marrow  and  reticuloendothelial  system  can  be  the 
presenting  feature  of  some  of  the  hyperlipoproteine- 
mias especially  Types  I,  IV  and  V.  The  clinician 
and  especially  the  hematologist  have  to  be  aware  of 
this,  in  order  to  save  the  patient  extensive  evaluations 
and  to  institute  proper  therapy.  A brief  discussion 
of  the  inheritance,  pathogenesis  and  management  of 
the  Type  I hyperlipoproteinemia  was  made. 

Resumen 

Se  presentan  tres  pacientes  con  hiperlipoproteinemia 
del  tipo  I.  El  bazo  estaba  agrandado  y la  médual  ósea 
demostraba  histiocitos  que  teñían  positivo  para  lípidos. 
El  bazo  de  uno  de  estos  pacientes  tenía  las  células 
idénticas  a las  que  había  en  la  médula  ósea.  Todos  los 
pacientes  tenían  deficiencia  de  la  lipasa  de  lipopro- 
teína,  según  se  demostró  por  la  ausencia  de  actividad 
lipolítica  después  de  administrarse  heparina. 

Esplenomegalia  y células  histiocíticas  llenas  de  grasa 
en  la  médula  ósea  y en  otros  órganos  del  sistema  reti- 
culoendoteliar  pueden  verse  en  las  hiperlipoproteine- 
mias  de  los  tipos  I,  IV  y V.  El  clínico  y muy  especial- 
mente el  hematólogo  debe  estar  consciente  de  estas 
manifestaciones.  Se  discute  la  herencia,  patogénesis 
y manejo  de  la  hiperlipoproteinemia  de  tipo  I. 
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SIGNIFICANCE  OF  FIBRINOLYSIS 
IN  LIVER  SURGERY 


Abnormal  euglobulin  lysis  times  are  a frequent 
occurrence  after  hepatic  resections.  More  than 
half  the  patients  undergoing  portacaval  shunt  surgery 
also  show  this  increase  in  fibrinolysis  (1).  Experiments 
have  shown  that  the  increase  in  fibrinolytic  activity 
is  proportional  to  the  amount  of  liver  resected  or  the 
duration  of  hepatic  exclusion  from  the  circulation  (2). 
For  these  reasons  prophylactic  epsilon  aminocaproic 
acid  (EACA)  therapy  has  been  advocated  (])  to  block 
these  tibrinolysins  during  the  postoperative  period  in 
patients  with  liver  surgery. 

Recently  attempts  have  been  made  to  incriminate 
EACA  as  a causative  agent  of  intravascular  coagulation 
(3,  4).  It  has  been  proposed  that  a dynamic  equilibrium 
exists  between  fibrin  formation  and  lysis  (5),  and  pos- 
sibly the  administration  of  EACA  may  interfere  adverse- 
ly. The  existence  of  this  dynamic  equilibrium  has  been 
questioned,  since  patients  on  anticoagulants  and  hemo- 
philiacs do  not  have  evidence  of  decreased  fibrinolysis 
(6).  It  also  has  been  noted  that  administration  of  EACA 
to  human  beings  is  devoid  of  adverse  effects  (7), 
complications  being  relatively  rare.  EACA  may  block 
the  most  important  compensating  mechanism  of  fibrino- 
lysis, if  the  patient  already  has  disseminated  intravas- 
cular coagulation  (8).  The  problem  is,  therefore, 
differentiating  primary  fibrinolysis  from  disseminated 
intravascular  coagulation  and  not  one  of  incriminating 
EACA  for  an  underlying  pathological  process.  An 
illustrative  case  is  presented  to  emphasize  the  tremen- 
dous importance  of  this  fact  and  its  implications 
in  the  postoperative  care  of  patient  with  liver  disease. 

Case  Report 

G.  R.  R.  (U.  D.  H.  - 00-43-15  (10),  a 53  year  old  female 
was  admitted  to  the  University  District  Hospital  for  definitive 
treatment  of  a carcinoma  of  the  splenic  flexure  of  the  colon. 
Six  years  previously  she  had  a right  hemicolectomy  for  an 
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adenocarcinoma  of  the  caecum  and  a second  look  operation 
one  year  after  proved  to  be  negative.  Four  years  prior  to 
admission  she  was  digitalized  for  congestive  heart  failure. 
She  developed  anginal  attacks  two  years  later  which  disappeared 
after  she  had  a posterior  myocardial  infarction  one  year  ago. 

At  this  time  she  was  treated  with  warfarin  for  two  months. 
During  this  hospitalization  she  was  found  to  be  mild  diabetic 
controlled  with  diet  alone. 

Two  months  prior  to  this  admission  she  developed  intermit- 
tent diarrhea  and  a barium  enema  showed  a second  carcinoma 
located  now  at  the  splenic  flexure.  On  admission  the  alkaline 
phosphatase  was  17.8  King-Armstrong  Units  (Normal  0-14). 
She  was  found  to  have  normal  transaminases,  total  protein  and 
A/G,  prothrombin  activity,  fibrinogen,  euglobulin  lysis  time  , 
and  platelets.  Chest  X-ray,  left  scalene  node  biopsy,  and  liver 
scan  with  131 1 Rose  Bengal  were  normal.  At  operation  a large 
carcinoma  of  the  splenic  flexure  was  found  with  small  metastases 
to  the  right  lobe  and  left  medial  segment  of  the  liver.  A left 
hemicolectomy,  taking  the  precautions  of  isolation,  early  de- 
vascularization, intraluminal  Thiotepa,  and  closed  anastomosis 
was  performed  along  with  a splenectomy,  distal  pancreatectomy 
and  preaortic  lymph  node  dissection.  Eighty  percent  of  the 
liver  was  resected  and  the  common  duct  and  surrounding 
spaces  were  adequately  drained.  Estimated  blood  loss  for  the 
procedure  was  4 liters  and  replacement  consisted  of  3,000 
cc  whole  blood,  2,500  cc  lactated  Ringers  solution,  50  Gm. 
of  albumin  and  500  cc  of  10  percent  dextrose  in  water.  The 
patient  had  two  5 to  10  minute  periods  of  hypotension  dur- 
ing the  hepatectomy,  but  urine  output  was  excellent.  Im- 
mediately after  the  operation  5 Gm.  EACA  were  given  and 
infusion  of  1 Gm.  every  hour  continued  without  effects  on 
tlie  arterial  pressure.  Throughout  the  postoperative  period 
a slow  drip  of  10  percent  dextrose  in  water  covered  with 
insulin  was  given. 

The  serum  albumin  was  kept  above  3.35  Gm.  percent  1 
by  daily  infusions  of  50-75  Gm.  human  albumin.  Prophylaxis  T 
with  penicillin  and  Chloromycetin  was  maintained.  The  serum 
bilirubin  rose  to  a total  17.8  mg.  percent  with  7.4  mg.  percent 
direct  by  the  second  postoperative  day.  Arterial  and  central 
venous  pressures  remained  stable  throughout  the  postoperative 
period.  Urine  output  was  maintained  between  30  and  250  cc  > 
per  hour  during  the  first  two  postoperative  days.  On  the  third 
postoperative  day  the  urine  output  went  down  to  10-50  cc 
per  hour  in  spite  of  a fluid  load  test  and  sodium  ethacrynic  i 
acid  administration.  Blood  glucose  went  up  to  900  mg.  per- 
cent with  negative  plasma  acetone.  On  the  fourth  postoperative 
day  the  patient  became  comatose,  and  a non  ketotic  hyperos-  - 
molar  diabetic  coma  refractory  to  insulin  therapy  was  diagnosed 
and  intravenous  infusions  were  maintained  hypotonic.  Severe  1< 
oliguria  continued,  blood  volume  was  normal  and  acidosis  en- 
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sued.  No  hyperkalemia  or  increase  of  BUN  above  20  mg.  per- 
cent occurred.  Prothrombin  activity  was  45  percent,  fibrinogen 
came  down  to  135  mg.  percent,  platelet  count  was  185,000, 
and  an  euglobulin  lysis  of  25  minutes  was  noted.  EACA  was 
continued,  6 Gm.  of  fibrinogen  were  infused  and  as  the  patient 
was  being  prepared  for  hemodyalisis,  she  expired.  Autopsy 
showed  diffuse  thrombosis  of  most  tissues  especially  renal 
glomeruli  and  bilateral  adrenal  hyperplasia,  which  had  not 
been  suspected  before  death.  A small  embolic  metastasis 
of  adenocarcinoma  was  found  at  the  left  lower  lobe  of  the 
lung.  No  persistance  of  carcinoma  was  found  in  the  liver. 

Discussion 

Although  after  the  postmortem  examination  we 
know  this  patient  died  of  disseminated  intravascular 
coagulation,  her  platelet  count  was  normal,  as  you 
usually  find  in  primary  fibrinolysis.  The  shortening 
of  the  euglobulin  lysis  time,  and  decrease  of  the  fibrino- 
gen level,  would  make  one  suspect  disseminated  intra- 
vascular coagulation  (DIC).  The  differential  diagnosis 
between  these  conditions  is  relatively  difficult,  depend- 
ing largely  on  the  degree  of  alteration  of  the  different 
clotting  laboratory  examinations  (9,  10).  This  problem 
is  compounded  by  the  usual  deficiency  in  general 
surgical  wards  and  the  average  laboratory  in  being  able 
to  obtain  more  sophisticated  coagulation  studies  on  an 
emergency  basis.  In  this  case  even  a most  necessary 
partial  thromboplastin  time  was  not  done.  In  an 
attempt  to  solve  this  difficulty  the  ethanol  gelation 
test  was  developed  (11).  The  test  depends  on  the 
presence  of  fibrin  monomers  produced  in  DIC,  which 
form  a gel  with  ethanol.  We  have  had  poor  results 
investigating  this  test  in  thrombin  induced  dissemina- 
ted intravascular  coagulation  in  dogs  (12).  The  hema- 
tology section  of  our  University  Hospital  reports  similar 
poor  results  utilizing  this  test  in  human  disease  (13). 
The  th  rom  bel  astograp  h (14)  may  be  of  help  in  the 
diagnosis  of  the  surgical  patient  if  a rapid  redout  device 
is  implemented  on  the  machine  (15).  Tests  for  measur- 
ing fibrin  degradation  products  are  being  developed 
and  probably  will  aid  this  cause  immensely. 

Although  this  patient  was  never  in  shock  prior 
to  the  final  event,  she  had  various  disease  processes 
which  may  initiate  DIC,  namely,  1)  multiple  blood 
transfusions,  2)  depression  of  the  reticuloendothelial 
system  by  endogenous  hypercorticism,  3)  carcinomato- 
sis, 4)  liver  excision,  and  5)  the  possibility  of  bacterial 
endotoxin,  although  improbable  so  early  in  the  post- 
operative period,  was  not  ruled  out.  EACA  probably 
contributed  to  this  patient  s coagulopathy  by  blocking 
the  protection  offered  by  fibrinolysis,  but  to  say  that 
the  disseminated  intravascular  coagulation  was  induced 
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by  this  drug,  would  be  to  speak  without  satisfactory 
evidence. 

It  has  been  found  that  the  liver,  in  contradistinction 
to  other  tissues,  does  not  produce  plasminogen  activa- 
tors (16).  A theory  has  evolved  which  considers  the 
liver  as  the  site  of  metabolism  of  this  activator  (2,  17, 
18)  and  thus  a decrease  in  liver  mass  should  increase 
fibrinolysis,  producing  a primary  fibrinolytic  state. 
Other  studies  in  dogs  tend  to  discredit  these  views 
by  showing  no  fibrinolysis  after  resections  of  20  to  50 
percent  of  the  liver  (19),  and  to  produce  a fibrinolytic 
state  a total  hepatectomy  had  to  he  performed.  Studies 
in  human  hepatectomy  showed  a decrease  in  platelets 
(20),  implying  disseminated  intravascular  coagulation. 
Obvious  thrombotic  processes  have  been  found  in  liver 
homotransplantation  (18,  21,  22)  and  disproportionate 
consumption  of  clotting  factors  attests  to  disseminated 
intravascular  coagulation  in  such  cases.  Since  both 
processes  are  quite  possible  with  liver  problems,  I be- 
lieve recommending  prophylactic  EACA  administration 
is  quite  dangerous,  and  should  he  substituted  by  meti- 
culous pre  and  post  operative  follow-up  of  the  coagula- 
tion mechanism.  It  should  be  given  only  therapeutically 
alone  or  in  conjunction  with  heparin  as  indicated  by  the 
diagnosis. 

Some  surgeons  have  recommended  the  administration 
of  cortisone  during  the  postoperative  period  after 
hepatic  resections  on  the  grounds  that  it  may  promote 
hepatic  regeneration  (23).  Since  this  practice  carries 
the  risk  of  enhancing  disseminated  intravascular  coagu- 
lation (24),  it  cannot  be  advocated.  We  (25)  have  re- 
commended the  administration  of  hypertonic  glucose 
and  cortisone  in  the  preoperative  preparation  of  patients 
for  elective  hepatic  resections.  This  promote  gluco- 
neogenesis  and  the  glycogen  storage  makes  the  liver 
more  resistant  to  the  operative  trauma.  If  this  practice 
is  limited  to  patients  whose  clotting  mechanism  has  been 
studied  and  who  are  in  the  pre-operative  period,  the 
metabolic  benefits  derived  outweight  the  possibility 
of  enhancing  DIC  by  interfering  with  the  reticuloendo- 
thelial system. 

Summary 

The  prophylactic  use  of  epsilon  aminocaproic  acid 
in  the  postoperative  period  of  liver  surgery  is  condem- 
ned, due  to  the  possibility  of  blocking  the  compensa- 
tory fibrinolysis  disseminated  intravascular  coagulation 
exits.  An  illustrative  case  is  presented  and  the  overtones 
of  this  problem  in  the  management  of  these  patients 
is  discussed. 
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Resumen 

El  uso  profiláctico  de  ácido  epsilon-arninocaproico 
durante  el  período  que  sigue  una  resección  hepática 
es  sumamente  peligroso.  Esto  se  debe  a (pie  existe 
una  posibilidad  real  de  que  esta  práctica  produzca 
un  bloque  de  la  activación  compensatoria  de  las  li- 
brinolisinas  si  existe  un  estado  de  coagulación  disemina- 
da intravascular.  Se  presenta  un  caso  ilustrativo  y se 
discuten  las  implicaciones  de  este  problema  en  el 
manejo  de  las  resecciones  hepáticas. 
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THE  USE  OF  A NEW  POLYGLYCOLIC  ACID 
SUTURE  IN  GENERAL  SURGERY:  Clinical 
and  Experimental  Studies 


The  use  of  suture  dates  almost  to  the  origins 
of  surgery  itself.  Thru  the  years,  emphasis 
has  been  gradually  vested  upon  certain  qualities  of 
special  sutures  for  particular  uses.  Theoretically,  an 
“ideal”  suture  would  be  totally  absorbed  and  metabo- 
lized, smooth,  stable  under  all  conditions,  easy  to 
handle,  should  not  elicit  inflammatory  reaction,  and 
should  be  uniform  in  strength  and  gauge.  Such  suture 
is  yet  to  be  found. 

Polyglycolic  acid  is  an  oriented  polymer  of  gly- 
colic acid  which  when  originally  tested,  was  found 
to  be  relatively  inert  and  uniformly  absorbable.  It 
could  be  easily  woven  and  stranded,  and  was  relatively 
stable  under  most  physical  conditions.  Extensive 
animal  studies  have  shown  that  it  is  excreted  in  the 
urine,  feces  and  expired  air,  and  that  it  does  not  pro- 
duce detectable  alterations  in  the  hemogram  and  liver 
function  tests  (1). 

The  purpose  of  this  work  was  dual:  first,  the  study 
of  the  suture  under  general  surgical  conditions,  evalua- 
tion of  its  local  reaction,  its  systemic  effects  and  the 
impression  of  the  surgeons  involved  as  to  the  technical 
qualities  of  the  suture,  and  second,  to  assess  its 
value  in  special  organ  surgery,  namely  intestine  and 
vascular. 

Part  I:  Clinical 
Material  and  Methods 

A total  of  37  surgical  patients  were  randomly  chosen  from 
the  general  surgical  wards  of  the  University  District  Hospital  of 
the  Puerto  Rico  Medical  Center.  A protocol  sheet  was  im- 
mediately attached  to  the  patient’s  record,  and  filled  out 
during  the  admission.  This  protocol  sheet  included  the  perti- 

* Kindly  provided  by  Davis  & Geek  as  X - 14300  and  X - 14500 
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nent  data  about  the  patient  and  the  procedure,  as  well  as 
clinical  observations  and  space  for  the  laboratory  determina- 
tions. Daily  examinations  of  the  surgical  wound  were  made, 
and  pertinent  observations  noted.  Redness,  pain,  tender- 
ness, suppuration  were  noted  if  present,  as  well  as  the 
state  and  quality  of  the  scar.  CBC,  urine  analysis,  fasting 
blood  glucose,  blood  urea  nitrogen,  transaminases  and  alka- 
line phosphatase  were  determined  preoperatively,  on  the  fifth 
day  post  operation,  and  about  the  seventh  week.  At  this  time, 
physical  examination  was  again  carried  out.  Differences  in  the 
above  mentioned  laboratory  values  were  searched  for  by  means 
of  a one-way  analysis  of  variance. 

A variety  of  surgeons  tested  the  suture  under  the  super- 
vision of  the  authors,  and  their  comments  were  encouraged  and 
noted.  Evaluation  was  requested  on  its  strength,  knotting, 
smoothness  of  run,  integrity,  contrast  with  tissues,  and  general 
handling. 

Of  the  original  37  patients,  4 were  lost  to  follow-up.  The 
remaining  group  of  33  patients  was  composed  of  seventeen 
females,  and  sixteen  males.  The  ages  ranged  from  ten  to 
seventy-five  years,  with  a mean  age  of  37.1  years. 

Most  of  the  patients  had  acute  surgical  emergencies  of 
intraabdominal  nature.  However,  there  was  variety  in  the 
group.  This  data  and  the  operations  performed  are  sum- 
marized in  Table  I. 

All  sutures  were  used,  from  1 to  3-0,  both  for  ties  and 
for  suture  of  the  peritoneum,  fascia  and  subcutaneous  tissues. 

Results 

No  postoperative  infections  were  observed.  Tran- 
sient wound  reddening  was  noted  in  two  patients; 
and  two  patients  presented  with  fever  of  unknown 
origin,  both  of  which  were  attributed  to  pulmonary 

TABLE  I:  OPERATIONS 


Exploratory  Laparotomy  18 

Intestinal  Surgery  9 

Appendectomy  7 

Cholecystectomy  6 

Oral  Procedures  4 

Common  Duct  Surgery  3 

Miscellaneous  9 


(Extremity,  Head  and  Neck  and  Integument) 
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TABLE  II:  EXPERIMENTAL  MODEL 


Group  I Group  II  Group  III 


Intestine 

Silk 

Chromic 

PGA 

(4/0  taper) 

(3/0  taper) 

(4/0  taper) 

Vascular 

Silk 

Silk 

PGA 

(5/0  Vase.) 

(5/0  Vase.) 

(5/0  taper) 

Intestinal  Technique  Single-row,  open,  everting,  interrupted. 

Proximal  jejunum,  proximal  and  distal  ilium. 


V ascular  Technique  Single-row,  everting,  continuous  technique. 

Suprarenal  and  infrarenal  inferior  vena  cava,  and  portal  vein. 

Closure  Chromic  and  plain  in  all. 


atelectasis  and  treated  with  tracheal  toilette  only.  I here 
was  one  keloid  formation  at  6 weeks  in  a young 
mulatto  man. 

The  mean  values  of  the  laboratory  determinations 
done  in  these  patients,  showed  small  variations  between 
the  three  categories  of  pre  and  post-operative  determina- 
tions. However,  none  of  these  were  statistically  sig- 
nificant (one-way  analysis  of  variance). 

Part  II:  Experimental 


both  vascular  and  intestinal  anastomoses  were  stained  with 
hematoxilin  and  eosin,  and  examined  for  degree  of  inflam- 
mation, and  vascular  proliferation. 

Chemical  and  hematologic  studies  were  performed  on  all 
the  dogs  one  to  three  days  preoperatively,  on  the  3rd  and 
6th  days,  and  upon  autopsy.  The  results  were  charted,  and 
each  parameter  was  analyzed  by  means  of  a three-way  ana- 
lysis of  variance,  so  as  to  cancel  the  effect  of  group,  time,  and 
individual  errors.  When  significant  differences  were  detected, 
a more  specific  analysis  was  made  with  the  Student  t-test. 
No  significant  difference  was  noted  in  operative  time  or  in 
weight  between  the  different  groups. 


Material  and  Methods 

A total  of  32  adult  mongrel  dogs,  weighing  from  12  to 
47  pounds  and  grossly  free  of  disease  were  utilized.  Each 
dog  underwent  three  intestinal  and  three  vascular  anasto- 
moses. In  one  group  we  used  silk  for  both  types  of  anasto- 
moses. In  another  group  we  used  chromic  catgut  for  the 
intestine,  and  silk  for  the  vessels.  In  the  third  group  we  used 
PGA  for  both  the  intestine  and  blood  vessels.  Therefore 
we  ended  up  with  27  silk,  27  chromic,  and  27  PGA  intestinal 
anastomoses,  and  with  54  silk  and  27  PGA  vascular  anasto- 
moses. (See  Table  II  for  a summary  of  the  experimental 
model.)  At  the  time  of  operation  all  the  anastomoses  were 
acceptable  technically. 

Animals  were  kept  fasting  for  one  or  two  days,  after 
which  they  were  allowed  water  and  food.  Daily  observations 
were  made  on  the  weight  and  general  condition  of  the 
animals.  Death  date  was  noted  in  those  dying  before  sacri- 
fice. The  rest  were  sacrificed  in  groups  of  three,  at  3,  7,  and 
12  days.  Autopsies  were  performed  in  all  animals  as  soon  as 
dead  or  sacrificed  and  all  the  anastomoses  dissected  and 
examined.  Evidence  of  leakage,  peritonitis  or  any  abnor- 
mality was  correspondingly  noted.  Histological  sections  of 


Results 

There  was  no  significant  difference  in  the  hematolo- 
gic and  chemical  studies  between  the  three  groups. 

Complications  encountered  in  the  survivors  included 
leakage,  peritonitis,  and  focal  inflammatory  matted 
“masses”.  (See  Table  III.)  There  was  a significantly 


TABLE  III:  COMPLICATIONS  IN  SUR- 
VIVORS  


I 

II 

III 

Leakage 

1 

2 

0 

Peritonitis 

0 

0 

1 

Focal  Inflammatory 
Mass 

1 

4 

0 

2/13 

6/13 

1/13 
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TABLE  IV:  HANDLING  PROPERTIES 


GRADING 

Excellent 

Good 

Fair 

Poor 

1.  Strength  of  Suture 

2.  Knotting 

3.  Smoothness  of  Run 

X 

X 

X 

4.  Integrity  (non-fraying) 

5.  Contrast  with  Tissues 

X 

X 

6.  Strength  of  Needle  Junction 

7.  General  Handling 

X 

X 

X* 

(3/8) 

(5/8) 

8.  General  acceptability  by  Surgeons 

X 

X 

X 

(2/8) 

(4/8) 

(2/8) 

* Broken  in  six  instances;  all  taper  210;  different  surgeons 


higher  incidence  of  complications  in  the  chromic  catgut 
group,  but  none  between  silk  and  PGA.  (Chi-Square;  p 
< 05). 

As  far  as  mortality,  there  were  no  significant  dif- 
ferences in  rate  (5/13,  3/10,  3/9)  or  in  causes  of 
death  (peritonitis,  bowel  infarct,  intestinal  bleeding). 

Upon  histologic  examination,  the  chromic  catgut 
anastomoses  presented  a large  amount  of  inflammatory 
cells.  Those  with  PGA  anastomoses  of  the  same  age 
showed  a low  number  of  cells.  All  vascular  anasto- 
somes  showed  excellent  healing. 


Comments  and  Conclusions 

Our  sample  presented  a variety  of  clinical  condi- 
tions and  surgical  procedures  commonly  encountered 
in  a general  surgical  ward.  The  sex  distribution  was 
paired;  and  the  range  of  ages  was  wide  and  varied. 

Concerning  local  wound  healing,  no  gross  changes 
appeared  to  suggest  impaired  healing.  Neither  did 
we  find  any  evidence  of  wound  infection.  Inflam- 
matory changes  in  two  cases  were  transitory,  and  of 
minor  concern.  Two  patients  with  febrile  episodes 
responded  to  tracheal  toilette  suggesting  a pulmonary 
etiology.  On  late  follow-up,  all  patients  were  found 
to  he  well,  and  with  good  healing  except  the  patient 
previously  mentioned,  with  the  keloid  formation.  As 
previously  reported,  no  significant  alterations  in  the 
hemogram,  glucose,  and  liver  functions  occurred. 

In  the  experimental  part  of  this  study,  the  suture 
was  in  direct  line  with  the  liver  (portal  vein  and  gut). 


and  no  significant  difference  was  found  in  the  tests 
performed.  Similarly,  in  the  experimental  study,  chro- 
mic sutures  were  found  to  have  a higher  incidence  of 
leakage.  It  should  be  stressed  that  PGA  did  not  dif- 
fer signilicantly  from  silk  in  either  the  vascular  or 
intestinal  anastomoses;  both  proved  their  merit  in  the 
latter,  which  is  a traditionally  difficult  test. 

I he  opinion  of  the  different  surgeons  varied;  most 
were  satisfied  with  the  suture  in  general  terms;  ne- 
vertheless, the  rasping  feel  when  the  suture  runs 
through  the  tissues  was  annoying  to  some.  Others 
commented  on  the  apparent  difficulty  in  distinguishing 
the  strand  from  the  surrounding  tissues,  mainly  in 
bloody  dissections,  and  especially  when  the  suture 
was  soaked  with  blood.  The  handling  was  definitely 
good,  and  according  to  some,  excellent.  (See  Table  IV.) 

We  can  conclude  from  this  study  that  PGA  appears 
to  be  a safe  suture,  with  no  detectable  toxicity  or 
reaction,  and  compares  favorably  with  the  standard 
non-absorbable  silk  sutures  in  most  respects. 

Summary 

The  reactions,  toxicity  and  performance  of  a new 
synthetic  experimental  suture  were  studied  on  33 
general  surgery  patients.  It  was  similarly  tested  and 
compared  to  silk  and  chromic  in  intestinal  and  vas- 
cular anastomoses  performed  on  mongrel  dogs.  The 
statistical  analysis  of  the  data  showed  no  abnormali- 
ties in  the  tested  parameters,  and  the  clinical  obser- 
vations reported  showed  the  suture  to  be  a potentially 
valuable  tool  in  tbe  surgical  armamentarium. 
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Editorial 


EL  PROGRAMA  MEDICO  REGIONAL  DE  DIABETES  DE  PUERTO  RICO 


El  Programa  Médico  Regional  de  Diabetes  es  uno  de  los  proyectos  operacionales  del  Programa 
Médico  Regional  de  Puerto  Rico. 

El  objetivo  principal  de  los  Programas  Médico  Regionales  es  la  creación  de  programas  orientados 
hacia  el  diagnóstico  temprano,  el  tratamiento  y la  educación  del  paciente  con  enfermedad  del  corazón, 
cáncer,  apoplejía  y enfermedades  relacionadas  tales  como  la  Diabetes  Mellitus.  El  Programa  de 
Diabetes  espera  mejorar  los  servicios  de  salud  a la  comunidad  concernientes  a dicha  enfermedad. 
Para  llevar  a cabo  un  programa  exitoso  de  educación  y detección,  se  decidió  unir  el  Programa  de 
Diabetes  del  Departamento  de  Salud  al  Programa  Médico  Regional  de  Diabetes  de  la  Escuela  de 
Medicina.  Ambos  programas  unidos  podrán  llevar  a cabo  sus  objetivos  de  una  manera  más  organiza- 
da y lograrán  mayor  impacto  en  nuestra  comunidad. 

La  Diabetes  es  hoy  día  la  sexta  causa  de  muerte  en  Puerto  Rico.  Mientras  que  para  el  año  1945 
la  tasa  de  mortalidad  para  dicha  enfermedad  era  de  4.6  por  cada  100,000  habitantes  en  el  1969  la  tasa 
de  mortalidad  fue  de  27.7  por  cada  100,000  habitantes.  Este  aumento  se  debe  a varias  razones.  Pri- 
mero, en  las  últimas  tres  décadas  se  ha  hecho  un  esfuerzo  por  parte  de  la  profesión  médica  de  hacer 
un  diagnóstico  temprano  de  la  enfermedad;  segundo,  el  paciente  diabético  recibe  mejor  tratamiento 
médico  y vive  más;  y tercero,  ha  habido  un  aumento  en  el  promedio  de  vida  del  puertorriqueño  y 
consiguientemente  ha  habido  un  aumento  en  la  prevalencia  de  Diabetes  en  Puerto  Rico. 

En  un  reciente  estudio  llevado  a cabo  por  el  Programa  Médico  Regional  de  Puerto  Rico  sobre  los 
conocimientos  y actitudes  del  público  sobre  esta  enfermedad,  se  notó  que  existe  en  el  público  muy 
poca  consciencia  en  cuanto  al  diagnóstico,  tratamiento  y complicaciones  de  la  Diabetes.  Existe  pues 
la  necesidad  de  orientar  adecuadamente  al  público  en  cuanto  a los  conceptos  básicos  de  esta  enferme- 
dad. 

Los  objetivos  del  Programa  Médico  Regional  de  Diabetes  incluyen:  (1)  educar  al  paciente  sobre 
los  conceptos  básicos  de  la  enfermedad,  su  tratamiento  y sus  complicaciones,  (2)  ofrecer  cursos  edu- 
cativos a la  profesión  médica  y al  personal  paramédico  que  constituye  el  equipo  de  salud  al  cuidado 
del  paciente  diabético,  (3)  conducir  campañas  de  detección  para  asegurar  un  diagnóstico  temprano 
de  la  enfermedad,  (4)  crear  un  Centro  de  Educación  y Detección  donde  existirán  todas  las  facilida- 
des para  llevar  a cabo  dicho  programa,  (5)  estimular  y ayudar  en  la  creación  de  clínicas  de  Diabetes 
en  la  comunidad  y (6)  crear  una  Asociación  Laica  de  Diabetes. 

La  semana  de  la  Diabetes  se  celebró  del  15  al  21  de  noviembre.  Las  actividades  patrocinadas 
por  nuestro  programa  incluyeron  clínicas  de  diagnósticos  y foros  educativos  ofrecidos  diariamente 
en  Plaza  las  Américas,  información  al  público  emitidas  por  las  radioemisoras,  la  prensa  y televisoras 
del  país,  y programas  de  detección  en  los  dispensarios  del  área  metropolitana  y el  Hospital  de  Vete- 
ranos. 

Los  grupos  participantes  en  el  Programa  Regional  de  Diabetes  incluyen  la  Escuela  de  Medicina, 
el  Departamento  de  Salud,  la  Sección  de  Diabetes  y Endocrinología  de  la  Asociación  Médica  de 
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Puerto  Rico . lu  división  de  Diabetes  del  Hospital  de  Veteranos  y el  sector  privado  de  la  Medicina 
en  ¡a  comunidad. 

\uestro  programa , una  vez  se  haya  organizado,  ofrecerá  sus  cursos  educativos  a todo  el  sector 
médico  y paramédico  de  la  comunidad  y sobre  todo  al  paciente  diabético. 

1 través  de  noticias  y artículos  que  se  someterán  para  publicación  en  el  Boletín  mantendremos 
informados  a la  matrícula  de  nuestra  Asociación  Médica  sobre  el  progreso  de  nuestro  programa. 


Lillian  Haddock,  MD,  FA  CP 


noticias 


Internacionales 

Cardiology  Seminar  (8th),  Montego  Bay,  Jamaica,  Dec.  3-6. 
Info:  Rogers  Heart  Foundation,  St.  Anthony’s  Hospital,  St. 
Petersburg,  Fla. 

Egyptian  Medical  Association,  Golden  Jubilee  Medical  Festival, 
Cairo,  Dec.  19-26.  Info:  The  Secretary  General,  Egyptian 
Medical  Association,  “Dar  El  Hekma”,  42,  Kasr  El-Aini  St, 
Cairo,  UAR. 

Israel  Ophthalmological  Society  Meeting  (8th),  Tel  Aviv,  Dec. 
16-18.  Info:  Prof.  0.  Kurz,  Israeh  Ophthalmological  Society, 
Beilinson  Hospital,  Petah  Tikva,  Israel. 

National  Congress  of  Nuclear  Medicine  in  Israel  (3rd),  Ramat 
Aviv,  Dec.  20-22.  Info:  Secretary,  3rd  Congress  of  Nuclear 
Medicine,  Faculty  of  Continuing  Medical  Education,  Tel  Aviv 
University,  Ramat  Aviv,  Israel. 

Pakistan  Medical  Association  Medical  Conference  (11th  Bien- 
nial), Lahore,  Dec.  10-15.  Sec-Gen:  Dr  Mir  Rehman  Ali 
Hashmi,  PO  Box  7267,  PMA  House,  Garden  Road,  Karachi, 
Pakistan. 

Pan  American  Congress  of  Rheumatology  (5th),  Punta  del 
Este,  Uruguay,  Dec.  6-11.  Sec-Gen:  Harry  Havránek,  MD, 
Calle  25  de  Mayo  174,  (Hospital  Maciel),  Montevideo,  Uru- 
guay. 

Week  in  Lyons  Clinical  Otorhinolaryngology  Course,  Lyons, 
Dec.  7-10.  Info:  Dr.  J.  P.  Haguenauer,  Clinique  0.  R.  L. 
Pavilion  U,  Hospital  Edouard-Herriot,  69  Lyon  3eme,  France. 

Nacionales 

American  Academy  for  Cerebral  Palsy,  Shamrock-Hilton, Hous- 
ton, Dec.  9-12.  Exec  Sec:  Gerald  Solomons,  MD,  University 
Hospitals,  Iowa  City  52240. 

American  Academy  of  Dermatology,  (E),  Palmer  House,  Chica- 
go, Dec.  5-10.  Sec-Treas:  Frederick  A.  J.  Kingery,  MD,  2250 
Northwest  Flanders,  Portland,  Ore  97210. 

American  Academy  of  Psychoanalysis,  Roosevelt  Hotel,  New 
York,  Dec.  4-6.  Sec:  Miss  Jean  Baker  Miller,  510  E 86th  St., 
New  York  10028. 

American  Association  for  the  Advancement  of  Science,  Conrad 


Hilton  Hotel,  Chicago,  Dec.  26-31.  Info:  Mr.  D.  W.  Thornhill, 
1515  Massachusetts  Ave.,  NW,  Washington,  DC  20005. 

American  Epilepsy  Society,  Annual  Meeting,  Roosevelt  Hotel, 
New  York,  Dec.  3.  Prog  Chairman:  B.  Joe  Wilder,  MD,  Division 
of  Neurology,  University  of  Florida  College  of  Medicine, 
Gainesville  32601. 

American  Federation  for  Clinical  Research,  Eastern  Section, 
Hotel  New  Yorker,  New  York,  Dec.  11-12.  Chair:  Richard  A. 
Rifkind,  MD,  College  of  Physicians  & Surgeons,  630  W 168th 
St.,  New  York  10032. 

American  Psychoanalytic  Association,  (E,  M),  Waldorf-Astoria 
Hotel,  New  York,  Dec.  17-20.  Exec  Sec:  Mrs.  Helen  Fischer, 

1 E 57th  St.,  New  York  10022. 

American  Society  of  Hematology,  (E),  Puerto  Rico  Sheraton, 
San  Juan,  PR,  Dec  6-8.  Exec  Sec:  Frank  H.  Gardner,  MD, 
51  N 39th  St.,  Philadelphia  19104. 

Association  of  State  and  Territorial  Health  Officers,  (M),  May- 
flower Hotel,  Washington,  DC,  Dec  6-10.  Dir:  Mr.  N.  J.  Swear- 
ingen, 128  C St.,  NE,  Washington,  DC  20002. 

Cardiovascular  Seminar  on  Coronary  Artery  Disease,  11th 
Biennial,  (Sponsored  by  Heart  Association  of  Greater  Miami, 
American  Heart  Association  Council  of  Clinical  Cardiology, 
Florida  Heart  Association,  Florida  State  Board  of  Health, 
and  University  of  Miami  School  of  Medicine),  Sheraton  Four 
Ambassadors  Hotel,  Miami,  Dec.  10-12.  Info:  Mrs.  Jo  Baxter, 
Program  Director,  5080  Biscayne  Blvd.,  Miami  33137. 

Chest  Disease  Symposium,  Mountain  Shadows,  Scottsdale,  Ariz., 
Dec.  5.  Info:  Preston  F.  Smith,  MD,  Program  Chairman,  St. 
Luke’s  Hospital  Medical  Center,  525  N 18th  St.,  Phoenix,  Ariz 
85006. 

Conference  on  Clinical  Pharmacology  (Sponsored  by  Drug 
Research  Board  of  National  Research  Council),  Washington, 
DC,  Dec  3-4.  Exec  Sec:  Mr.  Duke  C.  Trexler,  National 
Reserach  Council,  Division  of  Medical  Sciencies,  2101  Consti- 
tution Ave.,  Washington,  DC,  20418. 

Conference  on  Myasthenia  Gravis,  Co-sponsored  by  Myasthenia 
Gravis  Foundation  and  the  New  York  Academy  of  Sciences, 
Barbizon-Plaza  Hotel,  New  York,  Dec  7-8.  Assoc  Exec  Dir: 
RAdm  L.  R.  Neville,  USN  (Ret),  New  York  Academy  of 
Sciences,  2 E 63rd  St.,  New  York  10021. 

Internationa]  Air  Pollution  Conference,  Second,  Sponsored  by 
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International  Union  of  Air  Pollution  Prevention  Associations, 
Sheraton  Park  Hotel,  Washington,  DC,  Dec  6-11.  Exec  Sec: 
Mr.  \rnold  Arch,  Air  Pollution  Control  Association,  4400 
Fifth  Ave.,  Pittsburgh  15213. 

Kansas  City  Society  of  Ophthalmology  and  Otolaryngology, 
Plaza  Inn,  Kansas  City,  Mo.,  Dec.  10-11.  Sec:  K.  Dean 
Williams,  MD,  305  W 43rd  St.,  Kansas  City,  Mo  64111. 

National  Federation  of  Catholic  Physicians,  (E),  Washington, 
DC,  Dec.  11-15.  Exec  Sec:  Robert  H.  Herzog,  2825  N 
Mayfair  Rd,  Milwaukee  53222. 

Nebraska  State  Obstetric  and  Gynecologic  Society,  New  Fron- 
tier Hotel,  Las  Vegas,  Nev.,  Dec.  3-5.  Sec-Treas:  W.  H.  Tay- 
lor, Jr.,  MD,  3610  Dodge  St.,  Omaha  68131. 

Newr  York  State  Society  of  Anesthesiologists  (Postgraduate 
Assembly),  New  York,  Dec.  10-16.  Exec  Sec:  Mrs.  Eugenia 
C.  Sinisi,  30  E 42nd  St.,  New  York  10017. 

PAHO/WHO  International  Conference  on  the  Application  of 
Vaccines  Against  Viral,  Rickettsial,  and  Bacterial  Diseases 


of  Man,  PAHO  Headquarters  Bldg.,  Washington,  DC,  Dec. 
14-18.  Conference  Sec:  M.  Martins  da  Silva,  MD,  Dept, 
of  Research  Development  and  Coordination,  525  Twenty 
Third  St.,  NW,  Washington,  DC,  20037. 

Radiological  Society  of  North  America,  (E,  M),  Palmer  House, 
Chicago,  Dec  1-6.  Sec:  Maurice  D.  Frazer,  MD,  713  E 
Genesee  St.,  Syracuse,  NY  13210. 


Society  for  Clinical  Ecology,  Fourth  Seminar,  Oakbrook,  111., 
Dec.  5-9.  Info:  Robert  Collier,  MD,  4045  Wadsworth 
Blvd.,  Wheat  Ridge,  Colo  80033. 

Southern  Surgical  Association,  (E),  Boca  Raton  Hotel,  Boca 
Raton,  Fla.,  Dec  7-9.  Exec  Sec:  David  C.  Sabiston,  Jr.,  MD 
Duke  University  Med.  Center,  Durham,  NC  27706. 

US  Virgin  Islands  Medical  Society,  Christiansted,  St.  Croix, 
Dec.  12.  Sec:  Ronald  Mendelsohn,  MD,  PO  Box  134,  Char- 
lotte Amalie,  St.  Thomas,  VI  00801. 


A once-popular  treatment  for  back  pains 
was  to  have  the  seventh  son  of  a seventh  son 
stand  or  walk  on  the  patient's  back. 


For  headache,  a sovereign  remedy  was 
to  wear  a snakeskin  round  one's  head. 


The  pain  of  earache  was  allegedly  relieved 
by  holding  a hot  roasted  onion  to  the  ear. 


A realistic 
approach 
to  pain 
relief 


Empirirí 

Compound  with  Codeine 
Phosphate  gr.  1/2  No.  3 

Each  tablet  contains: 

Codeine  Phosphate  gr.  1/2  (Warning- 
May  be  habit  forming),  Phenacetin  gr.  2 1 / 2, 

Aspirin  gr.  3 1 / 2,  Caffeine  gr.  1 / 2. 

keeps  the  promise 
of  pain  relief 

'B.W.  & Co.'  narcotic  products  are 
Class  "B",  and  as  such  are  available  on  oral 
prescription,  where  State  law  permits. 


BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC. 
T\ickahoe.  N.Y. 


The  actions  of  the  official 
Tincture  and  Extract  of 
Belladonna  result  chiefly  from 
their  Atropine  content . . . 
conclude  Goodman  and  Gilman 

THE  PHARMACOLOGICAL  BASIS  OF  THERAPEUTICS 
3rd  Edition,  page  522 


Antrocol  provides  the  prompt , predictable  antisecretory  action  of  the  bella- 
donna alkaloid , atropine , fortified  with  sedation  and  blended  with  Bensul- 
foid,  contributing  to  even  absorption. 


Each  tablet  or  capsule  contains: 
Atropine  sulfate,  0.324  mg.;  Phe- 
nobarbital,  16  mg.  (may  be  habit 
forming);  Bensulfoid,  66  mg.  (see 
white  section  PDR) . The  atropine 
content  of  Antrocol  is  the  maxi- 
mum amount  the  average  patient 
can  take  at  six  hour  intervals  over 
long  periods  with  comfort. 

SUPPLIED 

Tablet  in  bottles  of 
100,  500  and  5000 
Capsule  in  bottles 
of  100,500  and  1000 

Caution:  Federal  law  prohibits 
dispensing  without  prescription. 


Prescribing  Information 
Contraindicated  in  glaucoma.  Use  cautiously  in  pro- 
static hypertrophy.  Side-effects  of  toxic  dose  of 
atropine:  flushing,  dryness  of  mouth,  cycloplegia, 
tachycardia  and  urinary  retention. 

Dosage:  One  tablet  or  capsule  after  each  meal  to 
correct  emotional  stress  and  normalize  gastric  se- 
cretions. In  treating  peptic  ulcer,  doses  at  regular 
intervals  up  to  eight  (8)  tablets  or  capsules  per  day 
to  provide  the  proper  gastric  titer  for  healing.  After 
ulcer  has  healed,  one  tablet  or  capsule  after  each 
meal  to  maintain  a titer  unfavorable  to  recurrence. 


Clinical  supply  available  to  physicians. 

WILLIAM  P.  POYTHRESS  & CO.,  INC. 
RICHMOND,  VIRGINIA  23217 

S¿%/afufl&e¿t¿toU  &%a*4Ttaceu/ioa¿í 


The  gas/acid  group  of  disorders 

“The  two  most  common  complaints  referable  to  the  upper 
gastrointestinal  tract  for  which  patients  seek  medical  relief  are 
hyperacidity  and  ‘gas.’  The  two  often  occur  together.”* 

Frees  captured  gas... neutralizes  free  acid 

Silain-Gel  Tablets  and  Liquid  are  separate  formulas  designed  to  provide 
equivalent  dual-action  symptomatic  relief.  Both  dosage  forms  contain 
simethicone  which  effectively  frees  trapped  gas,  enabling  the  patient  to 
eliminate  it.  Magnesium  hydroxide  in  both  assures  a rapid  rise  in 
pH  for  prompt  relief  of  hyperacidity.  The  special  co-dried  aluminum 
hydroxide/magnesium  carbonate  gel  in  the  tablets  assures  the 
same  rapid  and  uniform  reaction  rate  as  the  liquid.  Thus,  both  medications 
achieve  prompt  and  prolonged  neutralization  of  free  acid  plus  prompt 
relief  from  the  pain  and  pressure  of  trapped  gas. 

Always  in  good  taste 

The  pleasant,  distinctive  flavor  of  Silain-Gel,  as  well  as  its 
non-constipating  feature,  make  it  a therapy  your  patients  can  live  with  — 
in  comfort  and  without  complaint. 

Select  the  form  of  Silain-Gel  you  want  to  provide  symptomatic  relief  in: 
gastric  ulcer  • duodenal  ulcer  • heartburn  • gastric  hyperacidity  • 
gastritis  • dyspepsia 

when  the  patient  prefers  the  convenience  of  a tablet , select 

Silain-Gel®  Tablets: 

when  the  patient  prefers  a liquid , select 

Silain-Gel®  Liquid 

Also  available  for  the  patient  who  needs  an  antifrothicant/antiflatulent 
agent  only:  Silain®  (simethicone)  Tablets 

*Slanger,  A.:  Med.  Times  pf.  150  (Feb.)  1966. 


Announcing  the“Antgasid” 

Silain-Gel 

Tablets:  simethicone  plus  aluminum  hydroxide/magnesium  carbonate  co-dried  gel  and  magnesium  hydroxide 
Liquid:  simethicone  plus  aluminum  hydroxide  and  magnesium  hydroxide 

one  dose  does  both:  frees  captured  gas... neutralizes  free  acid 


/HL 


ROBINS 


A.H.  Robins  Company,  Richmond,  Virginia  23220 


Roche 

announces 


1/22/68  — Treatment  with  5%  5-FU 
cream  commences.  Patient  K.L.  showing 
widespread  but  mild  solar  keratoses  (also 
known  as  actinic  keratoses). 


(fluorouracil) 

cream/solution 


for  the  treatment 
of  solar/actinic  keratoses... 

a topical  alternative 
to  conventional  therapy 


Fluorouracil— the  Roche  contribution 

In  1962,  Roche  Laboratories  introduced  Fluorouracil 
Roche®  (5-fluorouracil).  Early  clinical  work  with  this 
drug  suggested  that  it  possessed  a selective  cytotoxic 
activity  when  applied  topically  to  certain  kinds  of 
lesions.  Based  on  this  work  and  years  of  clinical  trials, 
a standardized  form  of  topical  fluorouracil  can  now  be 
recommended  for  treatment  of  multiple  solar  or  actinic 
keratoses. 


Efudex^(fluorouracil)— a new 
alternative  to  conventional  therapy 

Efudex  presents  the  physician  With  a topical  alternative 
to  surgery  in  the  treatment  of  solar  or  actinic  keratoses. 

It  is  effective,  comparatively  inexpensive  and  especially 
well-suited  for  treatment  of  multiple  lesions.  Important, 
too,  is  the  highly  desirable  cosmetic  result.  Clinical 
experience  demonstrates  that  treatment  with  Efudex 
results  in  an  extremely  low  incidence  of  scarring.* 

Highly  effective  on  first  and 
later  applications 

In  clinical  trials,  depending  on  the  dosage  form  and 
strength  used,  complete  involution  occurred  in  77  to  88 
per  cent  of  lesions  following  treatment.  The  rate  of 
recurrence  was  low,  ranging  from  1.7  to  5.6  per  cent 
up  to  a year  after  completion  of  therapy.  When  lesions 
did  recur  or  new  ones  appeared,  repeated  courses  of 
Efudex  therapy  proved  effective.* 


/2/68  — After  11  days  of  treatment. 

I'rythema  is  seen  at  site  of  keratoses.  In 
Edition,  numerous  lesions  not  apparent 
rior  to  therapy  have  become  manifest 
y sharply  defined  reactions.  Intervening 
\<in,  also  treated,  shows  no  response  to 
lerapy. 

I 

I / 19/69— One  year  after  cessation  of 
rerapy.  Skin  appears  clear  with  no  evi- 
ence  of  scarring.  Examination  reveals 
ick  of  recurrence  or  the  formation  of 
iew  lesions. 


Predictable  sequence  of 
therapeutic  response 

Two  to  four  weeks  constitutes  a typical  course  of  Efudex 
therapy.  The  response  is  usually  characteristic  and 
predictable.  After  three  or  four  days  of  treatment, 
erythema  begins  to  appear  in  the  area  of  the  keratoses. 
This  is  followed  by  an  intense  inflammatory  response, 
scaling  and  occasionally  moderate  tenderness  or  pain. 
The  height  of  the  inflammatory  reaction  generally  occurs 
two  weeks  after  the  start  of  therapy,  and  then  begins 
to  subside  as  treatment  is  stopped.  Within  two  weeks 
of  discontinuing  medication,  the  inflammation  is  usually 
gone.  A mild  erythema  may  remain  for  two  to  three 
months  before  gradually  receding. 

Selective— with  a high  degree 
of  safety 

Despite  the  temporary  unsightliness  and  discomfort  of 
the  inflammatory  episode,  Efudex  is,  in  general,  more 
readily  tolerated  than  surgery.  Clinical  work  shows  the 
intense  inflammatory  response  to  be  limited  to  the  area  of 
the  lesion.  Normal  skin  is  not  similarly  affected.  Another 
measure  of  Efudex  safety : systemic  absorption  of  topical 
fluorouracil  was  insignificant,  indicating  a low  risk  of 
systemic  toxicity.* 

Two  strengths— two  convenient 
dosage  forms 

Efudex  is  available  as  a 2%  or  5%  solution  or  as  a 5% 
cream.  It  is  applied  twice  daily  by  the  patient  with 
a nonmetal  applicator  or  suitable  glove. 

Before  prescribing  Efudex,  however,  there  are  two 
important  considerations.  First,  please  consult  the 
complete  prescribing  information  for  precautions, 
warnings  and  adverse  reactions.  Second,  advise  the 
patient  that  treated  lesions  should  respond  with  the 
characteristic  but  transient  inflammation.  A positive 
sign  that  Efudex  is  working  for  them. 

♦Data  on  file,  Hoffmann -La  Roche  Inc.,  Nutley,  New  Jersey. 


1%  and  5%  Solutions,  5%  Cream 
Applied  twice  daily— resolves 
solar  or  actinic  keratoses. 


For  full  prescribing  information,  please  see  the  following  page. 





new 

Efudex 

(fluorouracil) 

cream/solution 


Roche 

introduces 


(fluorouracil) 
cream/solution 
the  new  standardized  topical 
for  solar/actinic  keratoses 


Description:  Efudex  solutions  and  cream  are  topical  preparations 
containing  the  fluorinated  pyrimidine  5-fluorouracil,  an 
antineoplastic  antimetabolite. 

Efudex  Solution  consists  of  2%  or  5%  fluorouracil  on  a weight/ 
weight  basis,  compounded  with  propylene  glycol,  tris- 
(hydroxymethyl)  aminomethane,  hydroxypropyl  cellulose, 
parabens  (methyl  and  propyl)  and  disodium  edetate. 

Efudex  Cream  contains  5%  fluorouracil  in  a vanishing  cream 
base  consisting  of  white  petrolatum,  stearyl  alcohol,  propylene 
glycol,  polysorbate  60  and  parabens  (methyl  and  propyl). 

Actions:  There  is  evidence  that  the  metabolism  of  fluorouracil  in 
the  anabolic  pathway  blocks  the  methylation  reaction  of 
deoxyuridylic  acid  to  thymidylic  acid.  In  this  fashion  fluorouracil 
interferes  with  the  synthesis  of  deoxyribonucleic  acid  (DNA) 
and  to  a lesser  extent  inhibits  the  formation  of  ribonucleic 
acid  (RNA).  Since  DNA  and  RNA  are  essential  for  cell 
division  and  growth,  the  effect  of  fluorouracil  may  be  to  create 
a thymine  deficiency  which  provokes  unbalanced  growth  and 
death  of  the  cell.  The  effects  of  DNA  and  RNA  deprivation  are 
most  marked  on  those  cells  which  grow  more  rapidly  and  which 
take  up  fluorouracil  at  a more  rapid  pace.  The  catabolic  metabolism 
of  fluorouracil  results  in  degradative  products  (e.g.,  CCL,  urea, 
a-fluoro-/?-alanine)  which  are  inactive. 

Studies  in  man  with  topical  application  of  14C-labeled  Efudex 
demonstrated  insignificant  absorption  as  measured  by  14C  content 
of  plasma,  urine  and  respiratory  CO2. 

Indications:  Efudex  is  recommended  for  the  topical  treatment  of 
multiple  actinic  or  solar  keratoses. 

Contraindications:  Efudex  is  contraindicated  in  patients  with 
known  hypersensitivity  to  any  of  its  components. 

Warnings:  If  an  occlusive  dressing  is  used,  there  may  be  an 
increase  in  the  incidence  of  inflammatory  reactions  in  the 
adjacent  normal  skin. 

Prolonged  exposure  to  ultraviolet  rays  should  be  avoided  while 
under  treatment  with  Efudex  because  the  intensity  of  the  reaction 
may  be  increased. 

Usage  in  Pregnancy : Safety  for  use  in  pregnancy  has  not  been 
established. 

Precautions:  If  Efudex  is  applied  with  the  fingers,  the  hands  should 
be  washed  immediately  afterward.  Efudex  should  be  applied  with 
care  near  the  eyes,  nose  and  mouth.  To  rule  out  the  presence  of  a 
frank  neoplasm,  a biopsy  should  be  made  of  those  areas  failing  to 
respond  to  treatment  or  recurring  after  treatment. 

Adverse  Reactions:  The  most  frequently  encountered  local 


reactions  were  pain,  pruritus,  hyperpigmentation  and  burning  it 
the  site  of  application.  Other  local  reactions  included  dermatii, 
scarring,  soreness  and  tenderness. 

Also  reported  were  insomnia,  stomatitis,  suppuration,  scab ;, 
swelling,  irritability,  medicinal  taste,  photosensitivity  and 
lacrimation. 

Laboratory  abnormalities  reported  were  leukocytosis, 
thrombocytopenia,  toxic  granulation  and  eosinophilia. 

Dosage  and  Administration:  Efudex  should  be  applied  twice  d ly 
with  a nonmetal  applicator  or  suitable  glove  in  an  amount  of  e 
solution  or  cream  sufficient  to  cover  the  lesion.  When  Efudex 
applied  to  a lesion,  a response  occurs  with  the  following  seqm  cc 
erythema,  usually  followed  by  vesiculation,  erosion,  ulceratio 
necrosis  and  epithelization.  The  lower  frequency  and  intensit;  jf 
activity  in  adjacent  normal  skin  indicate  a selective  cytotoxic 
property.  Medication  should  be  continued  until  the  inflammatc 
reaction  reaches  the  erosion,  necrosis  and  ulceration  stage,  at 
which  time  use  of  the  drug  should  be  terminated.  The  usual 
duration  of  therapy  is  from  2 to  4 weeks.  Complete  healing  of  t : 
lesion  may  not  be  evident  for  1 to  2 months  following  cessation  f 
Efudex  therapy. 

How  Supplied:  Efudex  Solution,  10-ml  drop  dispensers— contai  n 
2%  or  5%  fluorouracil  on  a weight/weight  basis,  compounder 
with  propylene  glycol,  tris(hydroxymethyl)aminomethane, 
hydroxypropyl  cellulose,  parabens  (methyl  and  propyl)  and 
disodium  edetate.  | • 

Efudex  Cream,  25-Gm  tubes— containing  5%  fluorouracil  iri 
vanishing  cream  base  consisting  of  white  petrolatum,  stearyl  f 
alcohol,  propylene  glycol,  polysorbate  60  and  parabens  (meth 
and  propyl). 

Clinical  Studies:  The  effectiveness  of  the  three  preparations  a 
determined  by  complete  involution  of  solar  keratoses  was: 

2%  Solution,  77%  of  282  lesions;  5%  Solution,  88%  of  202 
lesions;  and  5%  Cream,  85%  of  189  lesions.  In  those  lesions  wf  'e 
complete  involution  followed  treatment,  the  rate  of  possible 
recurrences  observed  clinically  at  periods  up  to  12  months  or  m e 
was:  2%  Solution,  4.6%  of  218  lesions;  5%  Solution,  1.7%  of  1 
lesions;  and  5%  Cream,  5.6%  of  160  lesions.  Because  of  the  toxi > 
potential  of  fluorouracil,  some  physicians  preferred  to  use  the  1 > 
solution  when  large  areas  were  to  be  treated.  Approximately  3C  1 
of  the  lesions  required  treatment  for  two  weeks  or  less; 
approximately  78%  required  four  weeks  or  less  for  adequate 
treatment. 


Roche 

LABORATORIES 


Division  ol  Hoffmann  la  Roche  Inc. 
Nutley.  New  Jersey  07110 


ayude  a cubrir  "el  déficit"  de  vitaminas  con 

Unicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 

Cada  tableta  contiene: 

Vitamina  A 1-5  mg. 

Vitamina  D 10  mcg. 

Monon  ¡trato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg. 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  6 mg. 

Potasio  (como  sulfato)  5 mg. 

Posologia:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 


Upjohn 


PR  3226.1  MAY,  1969 
6811  MARCA  REGISTRAOA  EN  E.U.A.i  UNICAP  THERAPEUTIC 


UPJOHN  INTER-AMERICAN  CORPORATION  / CAPARRA  / PUERTO  NUEVO 


anxiety: 
the  tyrant 


Excessive  anxiety  can  often  dominate  the  patient  made 
vulnerable  by  illness,  surgery,  prolonged  emotional  stress.  It  can 
induce  or  aggravate  symptoms,  disrupt  medical  management, 
divert  energy  the  patient  needs  for  recovery. 

The  antianxiety  action  of  Librium®  (chlordiazepoxide  HCD— 
used  adjunctively  or  alone— has  demonstrated  clinical 
usefulness  in  virtually  every  field  of  medical  practice  where 
anxiety  complicates  the  patient's  condition. 


for  the  patient 
ruled  by  anxiety 

Librium8 

(chlordiazepoxide 
HCl)5-mg,  10-mg, 
25-mg  capsules 

Before  prescribing,  please  consult  com- 
plete product  information,  a summary  of 
which  follows: 

Indications:  Indicated  when  anxiety,  ten- 
sion and  apprehension  are  significant 
components  of  the  clinical  profile. 
Contraindications:  Patients  with  known 
hypersensitivity  to  the  drug. 

Warnings:  Caution  patients  about  possible 
combined  effects  with  alcohol  and  other 
CNS  depressants.  As  with  all  CNS-acting 
drugs,  caution  patients  against  hazardous 
occupations  requiring  complete  mental 
alertness  (e.g.,  operating  machinery, 
driving).  Though  physical  and  psychologi- 
cal dependence  have  rarely  been  re- 
ported on  recommended  doses,  use 
caution  in  administering  to  addiction- 


prone  individuals  or  those  who  might 
increase  dosage;  withdrawal  symptoms 
(including  convulsions),  following  dis- 
continuation of  the  drug  and  similar  to 
those  seen  with  barbiturates,  have  been 
reported.  Use  of  any  drug  in  pregnancy, 
lactation,  or  in  women  of  childbearing 
age  requires  that  its  potential  benefits  be 
weighed  against  its  possible  hazards. 
Precautions:  In  the  elderly  and  debilitated, 
and  in  children  over  six,  limit  to  smallest 
effective  dosage  (initially  10  mg  or  less 
per  day)  to  preclude  ataxia  or  overseda- 
tion, increasing  gradually  as  needed  and 
tolerated.  Not  recommended  in  children 
under  six.  Though  generally  not  recom- 
mended, if  combination  therapy  with 
other  psychotropics  seems  indicated, 
carefully  consider  individual  pharmaco- 
logic effects,  particularly  in  use  of  po- 
tentiating drugs  such  as  MAO  inhibitors 
and  phenothiazines.  Observe  usual  pre- 
cautions in  presence  of  impaired  renal  or 
hepatic  function.  Paradoxical  reactions 
(e.g.,  excitement,  stimulation  and  acute 
rage)  have  been  reported  in  psychiatric 
patients  and  hyperactive  aggressive 
children.  Employ  usual  precautions  in 
treatment  of  anxiety  states  with  evidence 
of  impending  depression;  suicidal  ten- 
dencies may  be  present  and  protective 


measures  necessary.  Variable  effects 
on  blood  coagulation  have  been  reported 
very  rarely  in  patients  receiving  the  drug 
and  oral  anticoagulants;  causal  relation- 
ship has  not  been  established  clinically. 
Adverse  Reactions:  Drowsiness,  ataxia  and 
confusion  may  occur,  especially  in  the 
elderly  and  debilitated.  These  are  re- 
versible in  most  instances  by  proper 
dosage  adjustment,  but  are  also  occasion- 
ally observed  at  the  lower  dosage  ranges. 
In  a few  instances  syncope  has  been 
reported.  Also  encountered  are  isolated 
instances  of  skin  eruptions,  edema,  minor 
menstrual  irregularities,  nausea  and 
constipation,  extrapyramidal  symptoms, 
increased  and  decreased  libido  — all  in- 
frequent and  generally  controlled  with 
dosage  reduction;  changes  in  EEG  pat- 
terns (low-voltage  fast  activity)  may 
appear  during  and  after  treatment; 
blood  dyscrasias  (including  agranulocyto- 
sis), jaundice  and  hepatic  dysfunction 
have  been  reported  occasionally,  making 
periodic  blood  counts  and  liver  function 
tests  advisable  during  protracted  therapy. 
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EVAPORATED 

MILK 

* • INCREASED  • 

— „— — 

For  natural  formulas 


A real  food  formula 
costs  less  than 


any  other. 


There's  nothing  artificial 
about  a Carnation  Evaporated 
Milk  formula.  It's  real 
With  naturally  occurring 
protein  and  all  other  nutrients 
intact.  Add  supplementary 
vitamins  and  carbohydrate 
and  it's  a complete,  nourishing^ 
diet  that  actually  costs 
less  than  any  modified 
milk.  As  much  as  35% 
less  according  to  a 
recent  report.* 


* Economy  in  Nutrition  and  Feeding  o(  Infants American  Journal  of  Public  Health,  Vol.  56,  No.  56. 

CARNATION®  EVAPORATED  MILK.  CARNATION  COMPANY  LOS  ANGELES,  CALIF  90036 
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Achrocidin  Tablets  and  Syrup 

Tetracycline  HC1— Antihistamine— Analgesic  Compound 

Each  tablet  contains:  ACHROMYCIN®  Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Caffeine  30  mg.;  Salicylamide  150  mg.;  Chlorothen  Citrate  25  mg. 


ACHROCIDIN  Tetracycline  HC1— Antihistamine— Analgesic  Compound  Tablets  and  Syrup  are  recommended  for  the  treatment 
of  tetracycline-sensitive  bacterial  infection  which  may  complicate  vasomotor  rhinitis,  sinusitis  and  other  allergic  diseases  of  the 
upper  respiratory  tract,  and  for  the  concomitant  symptomatic  relief  of  headache  and  nasal  congestion.  For  children  and  elderly 
patients  you  may  prefer  caffeine-free  ACHROCIDIN  Syrup.  Each  5 cc  contains:  ACHROMYCIN  Tetracycline  equivalent  to 
Tetracycline  HC1  125  mg.;  Phenacetin  120  mg.;  Salicylamide  150  mg.;  Ascorbic  Acid  (C)  25  mg.;  Pyrilamine  Maleate  15  mg. 


Contraindications:  Hypersensitivity  to  any 
component. 

Warning:  In  renal  impairment,  since  liver  tox- 
icity is  possible,  lower  doses  are  indicated;  dur- 
ing prolonged  therapy  consider  serum  level 
determinations.  Photodynamic  reaction  to  sun- 
light may  occur  in  hypersensitive  persons. 
Photosensitive  individuals  should  avoid  expo- 
sure; discontinue  treatment  if  skin  discomfort 
occurs. 

Precautions:  Drowsiness,  anorexia,  slight  gas- 
tric distress  can  occur.  In  excessive  drowsi- 
ness, consider  longer  dosage  intervals.  Persons 


on  full  dosage  should  not  operate  vehicles. 
Nonsusceptible  organisms  may  overgrow;  treat 
superinfection  appropriately.  Treat  beta- 
hemolytic  streptococcal  infections  at  least  10 
days  to  help  prevent  rheumatic  fever  or  acute 
glomerulonephritis.  Tetracycline  may  form  a 
stable  calcium  complex  in  bone-forming  tissue 
and  may  cause  dental  staining  during  tooth 
development  (last  half  of  pregnancy,  neonatal 
period,  infancy,  early  childhood). 

Adverse  Reactions:  Gastrointestinal— anorexia, 
nausea,  vomiting,  diarrhea,  stomatitis,  glossi- 
tis, enterocolitis,  pruritus  ani.  Skin— maculo- 


papular  and  erythematous  rashes;  exfoliative 
dermatitis;  photosensitivity;  onycholysis,  nail 
discoloration.  Kidney— dose-related  rise  in 
BUN.  Hypersensitivity  reactions— urticaria, 
angioneurotic  edema,  anaphylaxis.  Intracranial 
—bulging  fontanels  in  young  infants.  Teeth— 
yellow-brown  staining;  enamel  hypoplasia. 
Blood— anemia,  thrombocytopenic  purpura, 
neutropenia,  eosinophilia.  Liver— cholestasis  at 
high  dosage. 

Upon  adverse  reaction,  stop  medication  and 
treat  appropriately. 
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URINARY  CALCULI  IN  PUERTO 
RICAN  MALES. 

/.  Chemical  Composition 

Julio  V.  Rivera,  MD,  FACP 
Luis  M.  I sales,  MD 


Urinary  calculi  constitute  an  important  medical 
problem  throughout  the  world.  It  appears  that 
racial,  geographical,  dietary  and  climatic  factors  may 
be  related  to  the  incidence  of  calculi.  Although  truly 
comparable  statistics  are  not  available,  it  seems  that 
the  general  prevalence  and  ihe  causes  of  calculi  may 
vary  considerably  between  various  geographical  re- 
gions (1).  A particularly  high  incidence  is  reported 
from  certain  regions  of  the  Middle  and  Far  East  (2). 
Marked  unexplained  variation  in  the  prevalence  through 
the  years  in  one  particular  area  (3),  in  the  chemical 
components  of  calculi  (4,  5),  and  in  the  age  distribu- 
tion have  also  been  reported  (1).  A seasonal  variation 
has  been  reported  in  some  studies  (6). 

In  Puerto  Rico,  urinary  calculi  appears  to  he  quite 
frequent  in  the  adult  population.  Although  several 
local  urologists  have  been  particularly  interested  in  this 
disease,  the  results  of  their  studies  are,  however,  not 
available  in  the  literature.  The  basic  data  essential  to 
the  planning  of  any  program  for  the  control  of  this 
disease  thus  remains  to  be  collected.  In  the  hope 
of  filling  this  deficiency  we  have  carried  out  a study 
of  several  aspects  of  urinary  stone  disease  as  it  is  seen 
among  male  adults  in  Puerto  Rico.  This  study  sum- 
marizes the  data  on  one  facet  of  this  study,  the  chemical 
composition  of  urinary  calculi. 

» 1 i ' 

Materials  and  Methods 

The  patient  population  which  seeks  hospitalization  at  the 
San  Juan  Veterans  Administration  Hospital  is  exclusively  adult 
male  with  a minimal  age  of  19  years  and  with  the  age  groupings 
corresponding  to  service  during  the  armed  conflicts.  The  major- 
ity of  our  patients  came  from  the  San  Juan  metropolitan  area 
and  nearby  towns. 

Lalculi  passed  spontaneously  and  those  removed  during 
surgical  procedures  were  accepted  for  examination.  They  were 
all  examined  by  crystallographic  methods  and  a quantitative 
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estimation  of  their  components  was  made  at  a commercial 
laboratory  *. 

Various  studies  directed  at  identifying  possible  etiological 
factors  of  stone  formation  in  these  patients  were  performed 
and  will  be  the  subject  of  a separate  report. 

Results 

Table  I summarizes  the  results  of  analyses  of  the 
chemical  components  of  128  urinary  calculi.  One 
hundred  and  twenty-six  were  of  renal  origin,  passed 
spontaneously  or  removed  surgically.  The  remaining 
two  came  from  the  urinary  bladder. 

The  two  crystalline  forms  of  calcium  oxalate,  fre- 
quently associated  with  apatite  were  by  far  the  most 
frequent.  Magnesium  ammonium  phosphate  and  uric 
acid  stones  each  consisted  approximately  6 per  cent 
of  the  total  number. 

Discussion 

Qualitative  chemical  methods  of  analysis  of  stones 
used  years  ago  have  been  shown  to  he  unreliable  and 
have  been  replaced  by  physical  methods  (7).  Chemical 
identification  of  radicles  does  not  give  specific  infor- 
mation about  their  arrangement  in  tin;  crystalline 
structure  of  calculi.  Analysis  of  succeeding  layers 
of  a stone  gives  an  insight  into  its  genesis.  Study  of 
the  transmission  of  ultraviolet  light  and  X-rays  through 
the  crystalline  material  gives  precise  data  upon  which 
identification  of  the  various  substances  can  he  based. 

By  far  the  most  commonly  found  chemical  compo- 
nents of  urinary  calculi  found  in  this  study  were  the  two 
hydrates  of  calcium  oxalate  mixed  in  various  propor- 
tions. Hydroxyl  or  calcium  apatite  was  often  associa- 
ted. Magnesium  ammonium  phosphate  and  uric  acid 
were  found  in  a minority  of  the  stones  that  were  exa- 
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TABLE  I:  CHEMICAL  COMPONENTS  OF  URINARY  STONES 


Chemical  Component 

No. 

Percent 

Ca.  oxalate  monohydrate 

15) 

Ca.  oxalate  dihydrate 

5) 

42 

32.8 

Ca.  oxalate  mixed  hydrates 

22  ) 

Ca.  oxalate  monohydrate  + apatite 

13) 

Ca.  oxalate  monohydrate  + OH  apatite 

4) 

Ca.  oxalate  monohydrate  + uric  acid 

3) 

Ca.  oxalate  dihydrate  + apatite 

16) 

68 

53.1 

Ca.  oxalate  dihydrate  + apatite  + U.  A. 

1) 

Ca.  oxalate  dihydrate  +OH  apatite 

7) 

Ca.  oxalate  mixed  hydrates  4-  apatite 

18) 

Apatite 

1 

1 

0.8 

OH  apatite 

1 

1 

0.8 

Mg  NH4PO4  6H2O  + apatite 

7) 

8 

6.2 

Mg  NH4PO4  6H2O  + carbonate  apatite 

1) 

Uric  acid  (pure) 

7) 

8 

6.2 

Uric  acid  + calcium  oxalate 

1) 

Total 

128 

mined.  This  distribution  is  quite  similar  to  that  en- 
countered in  the  large  series  examined  by  Prien  (8) 
in  the  United  States,  Lagergren  (9)  in  Sweden  and 
Rodríguez  Diaz  et  al  (10)  in  Venezuela.  It  contrasts 
with  vesical  stone  disease  as  is  frequently  seen  in 
Thailand  (2)  and  in  the  Middle  East  (5)  where  am- 
monium acid  urate  is  a frequent  stone  constituent. 

It  should  he  noted  that  several  therapeutic  measures 
directed  to  the  prevention  of  calcium  oxalate  calculi 
have  shown  some  promise  and  may  be  applicable  to 
many  of  these  cases  (11).  Allopurinol,  an  inhibitor 
of  xanthine  oxidase,  has  been  shown  to  be  effective 
in  the  control  of  uric  acid  lithiasis  (12).  Magnesium 
ammonium  phosphate  calculi  are  frequently  associated 
to  urinary  tract  infection  and  obstructive  disease.  Iden- 
tification of  the  chemical  components  of  urinary  stones 
thus  frequently  has  therapeutic  implications. 

Summary 

A study  is  reported  of  the  chemical  components 
found  in  128  urinary  calculi  obtained  from  male 
patients  in  a general  hospital  in  Puerto  Rico.  Crystallo- 


graphic analyses  of  these  stones  revealed  the  following 
distribution  of  the  most  abundant  components:  calcium 
oxalate  hydrates,  32.8  percent;  calcium  oxalate  plus 
apatites  or  uric  acid,  53.1  percent;  apatite,  0.8  percent; 
hydroxyapatite,  0.8  percent;  magnesium  ammonium 
phosphate  hexahydrate,  6.2  percent;  uric  acid,  6.2 
percent.  The  relative  frequency  of  the  various  chemical 
constituents  is  similar  to  that  reported  from  Western 
Europe,  the  United  States  and  Venezuela.  It  is  empha- 
sized that  effective  therapeutic  regimes  are  available 
for  most  of  these  cases. 

Resumen 

Se  informa  un  estudio  de  la  composición  química  de 
128  cálculos  urinarios  obtenidos  de  varios  adultos 
puertorriqueños.  Análisis  cristalográficos  de  estas  pie- 
dras revelaron  la  siguiente  composición:  Hidratos  de 
ox  al  a tos  de  calcio,  32.8  porciento;  oxalato  de  calcio 
con  apatita  o ácido  úrico,  53.1  porciento;  apatita,  0.8 
porciento;  hydroxiapatita,  0.8  porciento;  hexahidrato 
de  fosfatos  de  magnesio  y amonia,  6.2  porciento;  ácido 
úrico,  6.2  porciento.  La  frecuencia  relativa  de  los 
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diferentes  componentes  químicos  es  similar  a la  informa- 
da en  Europa  Occidental,  Estados  Unidos  y Venezuela. 
Se  enfatiza  el  hecho  de  que  existe  terapia  efectiva  para 
la  mayor  parte  de  estos  casos. 

References 

1.  Gershoff,  S.  N.:  The  formation  of  urinary  stones.  Meta- 
bolism 13:  185,  1964. 

2.  Gershoff,  S.  N.,  Prien,  E.  L.,  and  Chandraponond,  A.:  Uri- 
nary stones  in  Thailand.  J.  Urol.  90:  285,  1963. 

3.  Lonsdale,  K.:  Human  stones.  Science  195:  1199,  1968. 

4.  Brown,  R.  K.,  and  Brown,  E.  C.:  Urinary  stones:  A study 
of  their  etiology  in  small  children  in  Syria.  Surg.  9:  415, 
1941. 


5.  Eckstein,  H.  B.:  Endemic  urinary  lithiasis  in  Turkish  chil- 
dren. Arch.  Dis.  Child.  36:  137,  1961. 

6.  Leonard,  R.  H.:  Quantitative  composition  of  kidney  stones. 
Clin.  Chem.  7:  546,  1961. 

7.  Prien,  E.  L.,  and  Prien,  E.  L.,  Jr.:  Composition  and  structure 
of  urinary  stone.  Amer.  J.  Med.  45:  654,  1968. 

8.  Prien,  E.  L.:  Cryztallographic  analysis  of  urinary  calculi:  A 
23-year  survey  study.  J.  Urol.  89:  917,  1963. 

9.  Lagergren,  C.:  Biophysical  investigations  of  urinary  calculi. 
Acta  Radiol.  (Suppl)  133:  1,  1956. 

10. Rodríguez-Díaz,  L.  H.,  Fuenmayor,  R.,  Kaufman,  A.:  Esta- 
dísticas de  la  litiasis  urinaria  en  Venezuela.  Revista  Venezo- 
lana de  Urología  14:  7,  1962. 

11.  Williams,  H.  E.,  and  Smith,  L.  H.:  Disorders  of  oxalate  meta- 
bolism. Amer.  J.  Med.  45:  715,  1968. 

12.  Gutman,  A.  B.,  and  Yu,  T.  F.:  Uric  acid  nephrolithiasis. 
Amer.  J.  Med.  45:  756,  1968. 


V FEDERAL  ADVOCACY  FOR  P ATI  FIN  T- 
CENTERED  HEALTH  SERVICES 


Thomas  C.  Points,  MI),  PhD 


Mam  people  in  America  today  are  talking  about 
an  emerging  national  health  crisis.  To  a large 
extent  this  is  an  illusion,  lor  the  crisis  is  really  age-old 
and  continuous.  The  poor  have  known  about  the 
health  crisis  from  birth.  Their  health  status  has  not 
greatly  improved  in  the  past  ten  years,  despite  in- 
creased national  attention  on  their  problems.  What 
has  happened  in  the  recent  past;  is  a change  in  tra- 
ditional patterns  of  care  and  an  inflation  in  costs 
which  have  touched  a greater  and  greater  per  centage 
of  americans. 

In  the  past,  people  sought  out  and  utilized  perhaps 
one;  or  possibly  two  family  practitioners  during  their 
entire  adulthood,  thus  developing  a close  relationship 
ol  trust  with  them.  Today,  many  people  have  no  one 
doctor  whom  they  can  identify  as  their  own.  They 
visit  a number  of  medical  specialists  who  an*  far  more 
expert  in  any  one  particular  area  than  the  old  general 
practitioner;  hut  the  personal  relationship,  the  feeling 
of  being  treated  as  a whole  person,  and  the  trust  are 
often  lacking.  In  addition,  the  rise  in  complex  tech- 
nology and  the  increasing  size  of  major  medical  centers 
has  made  health  care  prohibitively  expensive  for  many 
people. 

The  plethora  of  health  legislation  of  the  sixties 
contained  many  fine  promises  produced  high  public 
expectation.  But  to  a large  degree,  the  legislation 
really  did  not  address  itself  to  the  shortage  of  inade- 
quacy of  either  health  manpower  or  health  services. 
By  providing  financial  coverage  for  more  services  than 
the  delivery  system  could  handle,  the  major  effect 
of  the  legislation  was  to  precipitate  further  inflation 
of  medical  care  costs.  And  this  inflation  has  had  an 
increasing  effect  on  middle-class  segments  of  the  po- 
pulation, people  who  were  previously  relatively  satis- 
fied with  their  medical  care.  Thus  the  double-edged 
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sword  of  increasing  costs  and  decreasing  strength  of 
the  doctor-patient  trust  relationship  has  resulted  in 
discontent  among  larger  segments  of  the  american 
population  than  ever  before.  And  this  discontent 
has  led  to  a public  scrutiny  of  the  health  care  system 
unparalled  in  history.  In  most  cases,  criticisms  leveled 
at  organized  medicine  and  at  individual  physicians 
have  been  unfair.  But  deficiencies  of  appreciable 
import  have  been  uncovered  and  are  in  need  of 
solution.  In  a country  of  americans  stature  and 
wealth  there  is  no  moral  argument  for  not  providing 
complete  health  services  to  every  citizen  as  a basic 
right. 

Goals 

Several  years  ago,  the  Public  Health  Service  articula- 
ted four  social  goals  for  health.  They  are  valid  today, 
and  worth  repeating. 

First,  every  person  should  have  maximum  protection 
against  diseases  which  need  not  happen  and  against 
illness  and  injury  resulting  from  the  hazards  of  the 
modern  environment. 

Second,  every  person  should  have  ready  access  to 
basic  medical  care,  despite  social,  economic,  geographic 
or  other  barriers,  and  should  have  the  assurance  of 
continuity  of  quality  service  through  diagnosis,  treat- 
ment and  rehabilitation. 

Third,  over  and  above  these  measures  of  prevention 
and  cure,  every  person  should  have  maximum  oppor- 
tunity for  developing  his  capabilities,  in  an  environment 
that  is  not  merely  safe  but  conducive  to  productive 
living. 

Fourth,  all  activities  conducted  in  pursuit  of  health 
should  be  carried  out  with  full  attention  to  the  dignity 
and  integrity  of  the  individual. 

These  goals  are  quite  general  and  very'  idealistic.  But 
a country  which  can  put  a man  on  the  moon  ten  years 
after  setting  such  a goal  should  be  able  to  reach  these 
social  goals  for  health  which  are  so  important  to  every 
individual  and  the  nation. 
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Through  careful  study  of  exactly  what  and  where 
the  strengths  and  weaknesses  of  our  health  care  system 
are,  more  specific,  process-oriented  goals  can  be  de- 
veloped, and  methodologies  for  solutions  proposed. 

Assets 

First  I will  discuss  our  assets,  for  it  is  certainly  true 
that  there  is  much  that  is  superb  about  american  health 
care.  On  balance,  it  is  no  doubt  accurate  to  say  that 
the  american  people  are  among  the  healthiest  in  the 
world,  the  beneficiaries  of  a health  system  that  has 
been  and  is  remarkably  successful.  In  terms  of 
mortality  and  morbidity,  longevity,  and  the  supply 
of  health  resources,  the  United  States  ranks  among 
the  most  fortunate  nations  on  earth.  This  impres- 
sive picture  is  the  composite  of  a variety  of  factors, 
not  the  least  of  which  is  the  substantial  commitment 
made  in  the  allocation  of  our  national  wealth  to 
health  protection  and  health  care  and  to  the  dedi- 
cation of  the  health  professionals. 

This  year  alone,  the  United  States  government  will 
spend  between  *65  and  *70  billion  on  health,  a sum 
that  represents  approximately  seven  percent  of  the 
value  of  all  goods  and  services  produced  in  this 
country.  The  Federal  government  provides  more  than 
a third  of  this,  and  combined  with  the  amount  spent 
by  states,  commonwealths,  countries  and  local  govern- 
ments, at  least  half  comes  from  tax  sources. 

The  basic  resources  of  which  our  health  care  sys- 
tem is  built,  manpower  and  facilities,  have  been  ex- 
panding three  times  faster  than  the  population.  In- 
surance to  cover  the  cost  of  necessary  health  care  now 
extends  to  more  than  70  percent  of  wage  earners  and 
salaried  employees,  to  all  the  aged,  and  to  a significant 
portion  of  the  poor,  though  by  no  mean  to  all  of  them. 

Contrary  to  most  reports  you  have  seen  in  recent 
months,  this  administration  is  concerned  about  the 
health  status  of  the  american  people,  is  concerned 
about  the  financial  hardship  that  can  accompany  ill- 
ness, is  concerned  about  inadequacies  in  the  nation’s 
health  care  resources,  and  is  concerned  about  the 
use  of  our  existing  resources  in  ways  designed  to 
improve  the  health  of  all  of  our  citizens.  You  have 
probably  never  seen  a news  account  of  the  fact  that 
ten  cents  out  of  every  dollar  spent  by  the  federal 
government  this  year  will  go  into  the  health  system 
in  one  way  or  another.  Federal  outlays  for  health 
at  the  Department  of  HEW  alone  for  fiscal  year  1971 
will  be  *15.2  billion,  which  was  the  last  year  of  the 
previous  administration.  Such  a profile  of  the  scope  and 


accomplishments  of  this  nation’s  efforts  in  the  field  of 
health  seems  hardly  to  support  the  grim  predictions  of 
an  impending  health  crisis,  or  indeed  of  a crisis  in  being. 
What  is  the  basis  for  such  serious  charges?  Unfortunate- 
ly, it  is  plain. 

Compared  with  other  advanced  industrialized  nations, 
the  record  of  the  United  States  in  prolonging  life  ex- 
pectancy and  preventing  infant  mortality  is  not  impres- 
sive. By  these  two  measures,  both  of  which  effectively 
gauge  the  quality  and  quantity  of  health  care  among 
population  groups,  it  is  abundantly  clear  that  many 
americans  are  receiving  inferior  care  and  that  basic 
health  care  needs  are  not  being  met.  Another  salute 
to  you  is  for  the  reduction  of  your  infant  mortality 
from  68/1000  in  1950  to  42/1000  in  1960,  to  29/1000 
in  1969  - a whopping  66  2/3  percent  decrease. 

These  statistics  --  and  there  are  many  more  like  them 
demonstrate  that  while  the  american  health  enterprise 
is  capable  of  remarkable  achievements,  the  benefits 
of  health  care  do  not  reach  all  americans.  What  then 
are  the  problems? 

Problems 

The  reasons  for  the  inadequacy  of  today’s  health  care 
systems  can  be  grouped  into  four  major  categories: 
maldistribution  of  services;  inadequate  manpower;  inef- 
ficient utilization  of  resources;  and  inappropriate  pat- 
terns of  health  care  delivery.  I will  elaborate  briefly 
on  each  of  the  four.  Maldistribution  of  services  has 
been  growing  worse,  rather  than  better,  over  the  past 
fifty  years.  With  the  growth  of  urban  areas,  rural  areas 
are  left  increasingly  without  the  services  of  an  accessable 
physician.  And  with  growing  technology  and  super- 
specialization, the  urban  trend  has  been  even  more 
pronounced  among  medical  personnel  than  in  the 
general  population.  There  is  also  inequity  within  the 
cities  between  medical  care  in  the  middle  class  suburban 
areas  and  the  poor  central  areas.  Thus  middle-class 
urban  America  has  ready  access  to  care  while  poor  urban 
and  rural  America  do  not. 

Manpower  is  another  urgent  problem  intimately 
related  to  the  maldistribution  problem.  In  effect,  the 
manpower  problem  exists  only  in  the  areas  mentioned 
above  where  physicians  have  chosen  not  to  go  --  rural 
and  poor  urban  areas. 

And  it  exists  only  for  certain  types  of  practitioners. 
The  worst  shortage  of  physicians  is  in  the  area  of  prima- 
ry care  --  the  point  where  patients  enter  the  health  care 
system.  This  level  also  happens  to  be  the  one  where 
more  major  illnesses  could  be  prevented  or  made  less 
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serious  indicating  that  the  shortage  of  primary  phy- 
sicians ma\  have  more  than  just  a numeric  effect  on 
heal th  care  deficiency. 

The  next  level  of  care  is  that  of  competent  practi- 
cing specialists,  now  generally  located  in  cities  of 
10.000  or  more.  There  is  no  crucial  shortage  in  this 
area. 

The  last  manpower  level  is  that  of  super-specialty 
plnsicians,  general!}  located  in  major  medical  centers 
in  metropolitan  areas.  In  terms  of  clinical  service, 
there  is  no  shortage  here  either.  Thus  the  worst 
physician  shortage  — and  the  only  really  acute  one  -- 
is  that  of  generalists  or  semi-generalists  who  deliver 
primary  care. 

Then,  of  course,  we  must  consider  the  area  of 
allied  health  professionals,  where  the  most  obvious 
problem  is  a devastating  shortage  of  nurses.  And, 
with  creation  of  nurse-practitioners  this  shortage  is 
an  increased  trend,  it  appears  that  the  shortage  will 
worsen  if  steps  are  not  immediately  taken. 

The  third  problem  categorv  1 mentioned  was  that 
of  inefficient  utilization  of  resources.  Patterns  in- 
grained in  the  educational  process  for  health  profes- 
sions in  our  medical  centers  and  in  the  design  of 
health  financing  programs  tend  to  encourage  the  exces- 
sive use  of  the  most  costly  forms  of  care  - notably 
hospitalization.  This  in  turn  has  led  to  severe  over- 
crowding of  our  hospitals  and  to  the  reptitious  prolifer- 
ation of  highly  expensive  equipment  and  facilities. 

l he  fourth  major  problem  is  that  of  inappropriate 
patterns  of  delivery  of  care  itself.  As  contrasted  to 
inappropriate  utilization  of  resources,  which  primarily 
affects  efficiency  and  cost,  this  problem  additionally 
concerns  practices  directly  affecting  quality  of  care. 
Generally  health  services  today  are  not  oriented  around 
the  patient.  A patient  with  several  problems  often 
has  to  keep  several  different  appointments  in  a given 
week  in  different  places.  Particnlarly  if  the  patient 
is  not  well  or  is  poor,  this  can  be  a real  hardship.  Worse 
yet.  no  one  person  is  looking  at  the  patient  as  a whole, 
to  see  what  additional  problems  exist  or  how  current 
problems  interrelate. 

Health  services  are  fragmented  in  another  way,  too. 
They  are  crisis-oriented  rather  than  preventive.  Rather 
than  a concept  of  maintenance,  we  wait  until  a serious 
health  breakdown  occurs.  And  then,  having  patched 
things  up,  we  sit  back  and  wait  for  the  next  breakdown. 
There  can  be  no  excuse  for  this  illogical  approach  to 
the  science  of  medicine. 

Very,  very  few  have  systematically  and  rationally 
planned  how  to  best  coordinate  health  services  for  a 


population  of  patients.  It  must  be  done.  This  is  not 
to  suggest  that  government  must  take  over  and  run 
medicine  - far  from  it.  However,  it  is  to  suggest  that 
health  planners  put  the  patient  back  where  he  belongs- 
al  tin'  center  of  consideration. 

A Comprehensive  System  of  Health  Care 

1 have  some  very  definite  thoughts  on  how  a com- 
prehensive system  of  health  care  should  be  conceptua- 
lized. If  one  envisions  a bulls-eye,  with  the  patient 
and  his  family  at  the  center,  then  there  are  three 
concentric  rings  surrounding  that  center,  each  re- 
presenting a different  level  of  health  services.  The 
outer  ring  represents  super-specialty  care,  the  most 
advanced  medical  care  known  today.  This  kind  of 
care  should  be  available  in  major  centers  such  as 
we  have  at  our  university  medical  schools.  It  would 
be  at  these  major  centers  that  the  ultimate  in  sophis- 
ticated, expensive  equipment  would  be  located.  The 
centers  should  be  situated  geographically  so  that  every 
person  has  access  to  one  within  a reasonable  distance. 
And  yet  duplication  of  such  centers  will  not  be  neces- 
sary in  contiguous  areas  unless  high  population  den- 
sities, such  as  in  some  of  our  very  largest  cities,  warrants 
their  existence  on  a basis  of  need.  Probably  in  terms  of 
numbers  of  such  institutions  and  highly  skilled  person- 
nel to  man  them,  we  are  relatively  well  off  today. 

The  middle  ring  represents  limited  specialty  care. 
Personnel  at  this  level  are  the  practicing  internist, 
pediatrician,  orthopaedic  surgeon,  and  so  on,  but  not 
the  hand  specialist,  the  hemotologist,  or  any  of  the 
highly  specialized  personnel  of  the  outer  ring.  Health 
services  in  this  area  are  delivered  in  community  hos- 
pitals, in  the  physician’s  office,  and  in  fairly  large 
clinics.  Now  in  terms  of  personnel,  there  is  no  real 
shortage  in  this  area  either,  for  it  is  here  that  most 
of  our  medical  school  graduates  end  up.  But  there 
is  a maldistribution  of  facilities  at  this  level,  with 
too  few  located  in  rural  and  poor  urban  areas.  Im- 
provement is  needed  for  this  area. 

But  the  real  deficiency  exists  in  the  inner  ring, 
the  level  of  primary  health  care.  This  is  the  level 
where  the  patient  should  enter  the  health  care  system 
and  be  followed  continuously  on  a preventive  basis. 
The  primary  physician  in  conjunction  w'ith  his  many 
varied  health  worker  is  responsible  for  these  services. 
They  are  delivered  in  neighborhood  health  centers, 
in  the  heme,  and  in  the  physician’s  office.  It  has  been 
estimated  that  25  to  40  million  persons  in  this  country 
have  no  access  to  a physician  of  any  kind.  Their  need 
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is  obviously  and  it  is  precisely  this  level  of  primary 
care  that  is  lacking.  But  even  in  large  cities  and  af- 
fluent suburbs,  many  people  are  not  followed  by  a 
family  physician  at  all,  but  depend  only  on  specialists 
in  crisis  situations.  Or  they  are  followed  by  an 
internist,  obstetrician,  or  some  other  specialist  whp 
is  not  primarily  concerned  with  total,  preventive  health 
guidance. 

Thus  in  this  crucial  ievel  of  primary  health  services 
we  suffer  a maldistribution  problem,  a manpower 
problem,  and  a facilities  problem.  We  need  more  fa- 
mily physicians  in  many  more  geographic  areas.  We 
need  more  neighborhood  health  centers  types  and 
more  public  health  workers.  We  need  to  raise  the 
consciousness  of  the  medical  profession  to  these  needs 
and  to  a reorientation  around  a preventive,  patient- 
centered  system. 

In  the  federal  government,  our  role  is  to  encourage 
these  kinds  of  a bull’s-eye  system  of  care.  We  can  do 
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it  through  our  grant  programs  and  through  our  public 
policy.  But  we  can  only  assist  in  the  task.  It  is  up 
to  the  providers  of  health  services  at  all  levels  to 
shoulder  the  responsibility  for  change  and  to  work 
together  with  the  government  and  with  the  health 
care  consumer  to  reorganize  our  health  care  systems 
to  provide  good  health  care  to  all  americans  as  a basic 
right. 

You,  in  the  Commonwealth  of  Puerto  Rico,  are 
working  on  such  a system  and  have  the  basis  of  a 

D J 

comprehensive  health  service  system  that  I have  been 
talking  about.  You  saw  your  problem  and  wi  th  the 
cooperation  of  your  government  and  the  private  sector 
of  medicine,  you  are  several  years  ahead  of  most  other 
areas  of  the  United  States.  I commend  you  and  will  be 
following  closely  the  progress  of  your  work  as  a means 
of  helping  all  of  the  people  of  the  United  States  toward 
better  health  care. 

Thank  you. 
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NUESTROS  PROPOSITOS  Y OBJETIVOS 

Puerto  Rico  vive  momentos  de  crecimiento  y desarrollo  como  nunca  antes  habíamos  experimentado  en  nuestra 
historia.  El  ejercicio  de  la  medicina  tiene  que  estar  a la  altura  de  los  tiempos  que  vivimos  en  Puerto  Rico,  y el 
médico  debe  tener  la  más  amplia  conciencia  social  que  nuestra  comunidad  y los  profundos  cambios  que  experi- 
mentamos requieren.  La  Asociación  tomará  medidas  para  que  todos  los  médicos  estemos  a la  vanguardia  de  los 
nuevos  derroteros  que  nuestro  pueblo  exige  y necesita. 

En  este  año  que  hoy  comienza  llevaremos  la  voz  de  la  Asociación  Médica  a todo  Puerto  Rico,  a sus  instituciones 
profesionales  y cívicas ; compartiremos  con  todos  los  niveles  sociales,  económicos,  cívicos  y políticos  nuestras 
preocupaciones  sobre  la  salud;  urgiremos  la  revisión  de  enfoques  y de  perspectivas;  aportaremos  nuevas  ideas  y 
derroteros,  fomentaremos  las  relaciones  interdisciplinarias  entre  los  diversos  sectores  profesionales  en  Puerto  Rico; 
propondremos  cambios  en  la  legislación  vigente  que  afecte  la  salud  y el  ejercicio  de  nuestra  profesión  y de  otras 
profesiones  donde  hayan  áreas  de  tangencia.  Será  un  año  de  acción  para  el  mejoramiento,  será  un  año  de  acción 
para  la  cooperación. 

La  ocasión  es  propicia  para  que  formulemos  un  inventario  y diagnóstico  esquemático  de  nuestros  problemas 
y objetivos.  El  alto  costo  de  los  servicios  médico-hospitalarios,  el  equilibrio  entre  la  salud  física  y mental,  la  adíe-  ; 
ción  a drogas,  la  delincuencia  juvenil,  la  educación  sexual,  el  Anteproyecto  del  Código  Penal,  el  Anteproyecto  del 
Código  del  Menor,  las  relaciones  interprofesionales  en  nuestra  comunidad  y la  educación  médica  continua  son  algunos 
de  los  problemas  ante  nuestra  perspectiva.  A ellos,  entre  otros,  dedicaremos  nuestra  atención  y nuestra  acción. 

Frente  a esta  perspectiva  inicial  es  hora  de  que  hagamos  constar  de  manera  enfática  que  esta  Asociación  no 
visualiza  la  salud  como  un  privilegio  que  se  obtiene  por  la  condición  social  o económica.  La  Asociación  Médica  de 
Puerto  Rico  entiende  que  la  salud  es  un  derecho  inalienable  de  todos  los  puertorriqueños,  no  importa  su  raza,  sexo, 
color,  religión  o procedencia  económica  o social.  La  salud  debe  estar  como  bien  al  alcance  de  todos  nuestros  com- 
patrio tas. 

Concebimos  la  salud  como  el  equilibrio  entre  la  salud  física  y mental.  Los  seguros  médicos  de  Puerto  Rico  deben 
viabilizar  un  verdadero  concepto  de  la  salud,  un  concepto  tangible,  balanceado,  preciso.  No  un  concepto  parcial 
de  la  salud. 

Acorde  con  este  principio  fundamental  haremos  las  gestiones  necesarias  para  que  las  pólizas  de  salud  que  se 
ofrecen  en  nuestro  país  así  como  todos  los  planes  médicos  prepagados  productos  de  legislación  o de  negociaciones 
privadas,  incluyan  el  mayor  número  de  enfermedades  y servicios  de  laboratorio  que  sea  posible. 

Por  igual,  vigilaremos  para  que  los  alcances  de  la  ley  56  tengan  cumplimiento  pleno  y justo,  cooperando  a ese  fin.  < 
Que  cada  puertorriqueño  sepa  que  puede  escoger  libremente  su  médico  y su  hospital.  El  médico  y la  institución 
tienen  que  ser  los  recipientes  de  la  confianza  que  libremente  en  ellos  se  deposite. 

Nuestro  gobierno  debe,  a la  mayor  brevedad,  financiar  las  primas  de  seguros  de  aquellos  ciudadanos  de  escasos 
recursos,  de  acuerdo  con  el  espíritu  de  la  ley  56  y lo  señalado  en  varias  ocasiones  por  el  Honorable  Secretario  de 
Salud  de  Puerto  Rico. 

Son  estas  formas  en  que  el  derecho  a la  salud  puede  cobrar  un  contenido  tangible  en  nuestra  tierra. 

La  medicina  no  puede  concebirse  corno  compartamentalizada,  tiene  que  ofrecerse  como  un  todo  integral  y 
articulado,  armonioso  en  su  ejercicio  y en  sus  resultados. 

Es  motivo  de  gran  preocupación  para  todos  en  Puerto  Rico,  el  alto  costo  de  los  servicios  médico-hospitalarios 
y de  los  servicios  de  salud.  La  Asociación  Médica  debe  estar  a la  vanguardia  de  su  señalamiento  y corrección.  Sa- 
bemos que  la  tecnología,  los  nuevos  adelantos  y el  cuidado  más  completo  e integral  modernos,  contribuyen  a en- 
carecer estos  servicios.  Vigilaremos  estrechamente  los  servicios  médicos  ambulatorios  y hospitalarios  a través  de 
Comités  de  Utilización  efectivos  y prácticos.  Los  Comités  de  Utilización  y Revisión  constituyen  nuestra  manera 
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voluntaria  de  demostrar  que  podemos  enfrentarnos  a los  retos  económicos  de  la  medicina  y asegurar  que  el  cargo 
sea  usual,  acostumbrado  y razonable,  al  mismo  tiempo  que  asesoran  sobre  la  calidad  del  cuidado  médico. 

Es  necesario  que  toda  la  profesión  médica  puertorriqueña  y las  instituciones  públicas  y privadas  le  confieran 
más  énfasis  al  cuidado  y tratamiento  preventivo,  como  uno  de  los  métodos  para  aliviar  este  cuadro  general  que  nos 
preocupa,  dentro  de  la  corriente  inflacionaria  que  en  general  vivimos  en  la  economía  mundial. 

Es  fácil  comprender  que  la  medicina  preventiva  cuesta  menos  que  cuando  se  espera  a que  la  condición  patológica 
haga  crisis.  En  este  empeño  de  acción  educadora  necesitamos  el  concurso  de  todos  los  puertorriqueños,  de  los 
hospitales  públicos  y privados,  del  gobierno.  La  profesión  médica  está  dedicada  a ello  con  el  más  escrupuloso  sentido 
de  servicio  público  y esta  Asociación  se  siente  honrada  de  que  así  sea. 

La  canalización  del  testimonio  pericial  en  nuestros  Tribunales  de  Justicia  se  puede  mejorar  sustancialmente. 
Más  que  como  testigo  comprometido  con  la  teoría  de  hecho  y de  derecho  en  un  caso,  debemos  ir  a los  Tribunales 
como  peritos  del  Tribunal,  para  orientar  al  juzgador,  de  una  manera  más  libre  y más  objetiva,  a prestar  nuestra 
' cooperación  y nuestra  ayuda  para  que  la  administración  de  la  justicia  refleje  en  forma  más  exacta  el  debido  proceso 
1 de  ley.  Nos  reuniremos  con  las  autoridades  pertinentes  para  proponerles  la  revisión  de  las  disposiciones  de  ley  sobre 
la  canalización  del  peritaje  en  los  Tribunales  y buscar  además,  formas  de  asesoramiento  para  que  podamos  contar 
con  el  beneficio  de  las  observaciones  legales  apropiadas  en  aquellas  áreas  del  ejercicio  de  la  medicina  que  la  prudencia 
aconseje  tenerlas  presentes  siempre.  Esta  acción  mejorará  lo  que  los  médicos  estamos  haciendo  y podemos  mejorar 
en  hacer  por  Puerto  Rico. 

Es  necesario,  por  igual,  que  hagamos  gestiones  ante  el  Consejo  de  Educación  Superior  y las  Facultades  de  Derecho 
y Medicina  del  país,  para  que  en  los  Colegios  de  Derecho  se  incorporen  en  los  currículos  el  estudio  de  aquellos  as- 
pectos de  la  medicina  que  sean  relevantes  al  educando,  como  por  igual,  que  en  la  Facultad  de  Medicina  se  intensifique 
el  estudio  de  los  aspectos  legales  que  son  relevantes  en  el  mundo  de  la  medicina.  Puerto  Rico  necesita  profesionales 
con  conciencia  interdisciplinaria  y la  Asociación  Médica  de  Puerto  Rico  está  dispuesta  a tomarse  la  iniciativa  que 
sea  necesaria  en  este  sentido. 

Para  servir  con  eficacia  hay  que  estar  bien  preparados  académica  e intelectualmente.  Los  conocimientos  al  día, 
a la  altura  de  los  tiempos,  son  esenciales  para  poder  brindar  la  mejor  atención  médica  posible.  El  continuo  perfec- 
cionamiento de  la  educación  médica  y la  divulgación  de  los  últimos  estudios  y avances  de  la  ciencia  es  una  preocupación 
de  esta  Asociación  que  es  necesario  renovar  e intensificar.  Que  Puerto  Rico  sepa  que  sus  médicos  continuamente 
se  capacitan  y se  enriquecen  en  el  estudio  para  que  el  servicio  que  se  ofrece  redunde  en  beneficio  de  todos  nuestros 
compatriotas. 

El  vigente  Código  Penal  de  Puerto  Rico  es  inadecuado  y no  recoge  en  su  articulado  los  avances  logrados  en  todo 
lo  que  va  de  siglo  en  la  criminología,  en  la  penología,  y en  los  estudios  y las  ciencias  que  analizan  la  conducta  delictiva 
y su  rehabilitación.  Para  enfrentarnos  con  efectividad  a la  alta  incidencia  criminal  en  Puerto  Rico  y hacerlo  con 
enfoques  nuevos,  es  necesario  la  aprobación  de  un  nuevo  Código  Penal  y de  gestionar  las  facilidades  que  toda  esta 
nueva  perspectiva  requiere. 

Es  necesario  la  creación,  conjuntamente  con  la  aprobación  de  un  nuevo  Código,  de  facilidades  físicas  para  atender 
los  casos  necesitados  de  servicios  médicos. 

Nuestra  Asociación  está  dispuesta  a participar  en  un  programa  de  entrenamiento  para  el  personal  médico  y para- 
médico y que  es  previsible  en  aprobación  de  un  nuevo  Código  Penal  para  Puerto  Rico. 

Es  necesario  unir  la  voluntad  de  los  juristas  con  la  nuestra  para  que  el  espíritu  de  la  ley  y la  práctica  de  la  medicina 
rehabditen  a los  individuos  y protejamos  nuestra  sociedad  devolviendo  a la  normalidad  a aquellos  que  por  problemas 
de  conducta  hayan  podido  tener  desviaciones  pasajeras.  Con  nuestra  acción  vamos  a ayudar  a Puerto  Rico  en  forma 
práctica  y efectiva. 

Los  problemas  de  la  delincuencia  juvenil  y la  conducta  antisocial  de  los  menores  clama  por  una  nueva  codificación 
que  recoja  y viabilice  en  nuestras  latitudes  enfoques  efectivos.  El  Anteproyecto  del  Código  del  Menor  del  Juez 
Honorable  Edwin  (.orlés  merece  ser  estudiado  por  nuestras  Cámaras  Legislativas,  para  que  así  se  articule  una 
concepción  moderna  que  ayude  a rehabilitar  y a encauzar  a quienes  pueden  ser  incorporados  a esta  hora  de  adelanto. 

Uno  de  los  problemas  que  más  preocupa  a la  sociedad  puertorriqueña  y mundial  contemporánea  es  la  adicción 
a drogas.  La  adicción  a drogas  no  es  un  problema  nuevo  pero  las  proporciones  alarmantes  que  ha  revestido  merecen 
análisis. 

El  problema  de  la  adicción  a drogas  — bueno  es  recalcarlo  entre  nosotros  — es  un  problema  complejo  y multifacético 
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que  requiere  para  su  eficaz  confrontamiento  de  la  colaboración  y cooperación  coordinada  de  diversos  sectores  e 
intereses  públicos  y privados.  Es  necesario  recabar  la  participación  de  todos  los  recursos  humanos  que  pueden  y 
deben  aportar  perspectivas  a este  problema.  La  Asociación  se  tomará  iniciativas  de  acción  constructiva  en  este 
aspecto. 

Es  necesario,  que  el  adicto  a drogas  sea  visto  como  un  enfermo  y no  como  un  criminal.  El  criminal  es  el  trafi- 
cante y ese  tiene  nuestro  repudio,  pero  el  enfermo  debe  tratarse  como  tal.  Es  claro  que  la  pena  de  reclusión  en 
lo  que  a los  traficantes  respecta  debe  ser  aumentada  cuanto  antes.  Pero  con  enviar  a la  reclusión  a un  adicto  no 
resolvemos  el  problema,  sino  que  en  todo  caso  lo  empeoramos  y marginamos  un  individuo  que  puede  ser  suscep- 
tible de  rehabilitación. 

Hav  que  sistematizar  todo  un  programa  de  prevención  contra  el  uso  de  las  drogas;  hay  que  analizar  la  familia, 
el  medio  ambiente,  la  personalidad  del  usuario,  fomentar  nuevas  actitudes  del  público  y la  ciudadanía  hacia  el 
adicto,  viabilizar  la  salud  mental  en  la  forma  más  amplia  posible.  El  tratamiento  siquiátrico  es  insustituible  e 
indelegable. 

.-I  tono  con  este  grave  cuadro  social,  la  Asociación  Médica  iniciará  un  programa  de  orientación  contra  el  uso 
de  las  drogas  en  Puerto  Rico,  dándole  énfasis  primordial  a la  prevención.  Es  preciso  educar  a nuestro  pueblo  sobre 
lo  que  es  y significa  verdaderamente  la  adicción  a drogas. 

La  orientación  a ofrecerse  debe  ser  de  tal  magnitud  que  los  maestros,  los  abogados,  los  trabajadores  sociales, 
los  policías,  los  líderes  obreros,  y todos  los  profesionales  y empleados  relacionados  con  la  salud  pública  deben 
estar  informados  acerca  de  las  drogas  y sus  consecuencias  sobre  la  salud  y la  conducta,  a bien  de  que  todos  podamos 
responder  las  preguntas  que  nos  formulen  los  jóvenes. 

En  fin,  al  orientar  sobre  las  drogas  tenemos  que  orientar  a la  célula  de  nuestra  sociedad  — la  familia,  ir  a la  misma 
base  para  que  podamos  superar  los  dolores  de  una  sociedad  en  proceso  de  industrialización,  tecnocratizándose,  que 
emerge  de  una  sociedad  agrícola  hoy  en  cierto  modo  superada. 

Igual  que  con  las  drogas,  la  educación  sexual  bien  planificada  es  otra  medida  preventiva  de  primer  orden  en 
Puerto  Rico.  Es  preferible  una  educación  sexual  bien  coordinada  y orientada  a una  mala  educación  sexual. 

La  educación  sexual  que  visualizamos  tiene  que  ser  integral  tomando  en  consideración  los  aspectos  físicos  y 
anímicos. 

Lo  ideal  es  enseñar  a los  jóvenes  a comprender  que  el  uso  pleno  de  sus  capacidades  sexuales  debe  ser  ejercido 
de  manera  madura  y responsable,  en  forma  profunda  y serena.  Se  hace  mucho  daño  dándole  al  niño  conceptos 
falso  e hipócritas  del  sexo  al  igual  que  se  les  deforma  la  sexualidad  al  forzarla  en  actitudes  inadecuadas  y de  pre- 
cocidad peligrosa.  Una  educación  sexual  tiene  que  ir  acompañada  de  una  preparación  para  la  vida  familiar  y una 
exaltación  honda  de  los  valores  básicos  de  la  vida  y del  hombre  en  términos  de  civilización  y de  cultura.  Tenemos 
que  planificar  la  familia  de  acuerdo  con  las  necesidades  que  vivimos  en  Puerto  Rico. 

Hay  que  empezar  esta  labor  educativa  con  los  padres  para  que  sean  ellos  los  que  sin  distorsiones  siembren  el 
conocimiento.  El  gobierno,  la  Iglesia,  la  comunidad  y esta  Asociación  podemos  hacer  mucho  en  este  sentido  y 
hacia  esa  acción  nos  encaminamos. 

Aunque  afortunadamente  se  trata  de  una  minoría,  aún  hay  personas  en  Puerto  Rico  que  fingen  títulos  de  es- 
pecializaciones  médicas.  La  Asociación  Médica  — estoy  seguro  que  unánimemente  - expresa  su  más  enérgico  re- 
chazo hacia  quienes  practican  la  medicina  ilegalmente.  Propondremos  legislación  específica  con  penas  severas 
para  eliminar  con  todo  el  rigor  de  la  ley,  la  práctica  ilegal  de  la  medicina  en  Puerto  Rico. 

La  jornada  que  comenzamos  aquí  hoy,  a la  vez  de  ser  una  renovadora,  es  una  de  continuación  de  las  más  valiosas 
tradiciones  de  la  Asociación  Médica.  A la  par  que  acrecentar  el  sentido  de  servicio,  cultivar  la  dedicación  en  nuestro 
ejercicio  profesional,  darnos  en  entrega  absoluta  al  sacerdocio  de  la  salud,  sacrificarnos  cuantas  veces  sea  necesario, 
no  cesar  en  nuestro  empeño  de  aliviar  el  dolor  y mitigar  la  angustia,  hagamos  de  esta  institución,  de  esta  venerable 
Asociación,  la  casa  de  la  salud  del  pueblo  de  Puerto  Rico;  que  al  terminar  mis  palabras,  nuestros  compatriotas  y 
el  país  entero  sepan,  que  tienen  una  profesión  médica  alerta,  con  una  honda  conciencia  social,  en  vigilia  para  afirmar 
y defender  su  derecho,  no  sólo  en  una  cama  de  un  hospital,  no  sólo  a un  médico  que  les  atienda  y les  cuide,  sino 
a un  servicio  profesional  en  el  cuidado  y prevención  de  las  enfermedades,  de  la  más  alta  excelencia  que  sea  humana- 
mente dable;  nuestra  acción  será  una  de  excelencia  y superación  para  ayudar  a cristalizar  a plenitud  el  derecho  a 
la  salud  para  el  pueblo  de  Puerto  Rico. 

Muchas  gracias. 


Fernando  J.  Cabrera,  MD 
Presidente 


DR.  FERNANDO  J.  CABRERA 

Presidente,  Asociación  Médica  de  Puerto  Rico 
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NOTA  BIOGRAFICA 


Nació  el  Dr.  Cabrera  en  San  Juan,  Puerto  Rico,  el  25  de  noviembre  de  1928.  Cursó  estudios 
elementales  y secundarios  en  su  ciudad  natal.  En  1950  recibió  su  Bachillerato  en  Artes  con  es- 
pecialidad en  biología  y química  en  el  Instituto  Politécnico  de  San  Germán  (hoy  Universidad  Inter- 
americana)  con  honores.  Se  graduó  de  Doctor  en  Medicina  de  la  Universidad  Central  de  Madrid, 
España,  en  1955.  Regresó  a Puerto  Rico  en  ese  mismo  año  haciendo  su  internado  en  el  Hospital 
Municipal  de  Río  Piedras,  Puerto  Rico  y la  residencia  en  el  Hato  Rey  Psychiatric  Hospital,  Hato 
Rey,  P.  R.,  de  1956  a 1958  y desde  1958  en  el  Spring  Grove  State  Hospital  de  Baltimore  para 
cursar  estudios  especializados  en  psiquiatría.  Allí  estuvo  afiliado  al  Hospital  de  John  Hopkins 
y al  Hospital  de  la  Universidad  de  Maryland.  Al  completar  sus  estudios  de  la  especialidad,  y tras 
haber  hecho  una  sub  especialidad  en  alcoholismo,  regresó  a Puerto  Rico.  En  abril  de  1962  aprobó 
los  “boards”  de  la  especialidad  de  Psiquiatría. 

Es  miembro  de  la  Sección  de  Psiquiatría,  Neurología  y Neurocirugía  de  la  AMPR  de  la  cual 
fue  Presidente  de  1964-66.  Desde  1965  es  miembro  de  la  Junta  Consultiva  de  Facilidades  de  Salud 
y Bienestar.  En  1966  fue  electo  Vocal  del  Distrito  Este  de  la  AMPR  y en  1967-69  fue  Presidente 
de  la  Cámara  de  Delegados  de  la  AMPR. 
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Thoracic-Outlet  Syndrome  289 

Thrombasthemia,  Glanzmann’s  86 

Thrombophlebitis,  Pregnancy  232 

Tropical  Sprue,  Blood  Group,  Secretor  Status  125 

Urinary  Calculi,  Puerto  Rican  Males  317 


Wil  ins’  Tumor 


65th.  Infantry  Road  Km.  13.4,  Carolina,  P.  R.  — Tel.  769-3131 
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DIAGNOSTIC  REAGENTS 


TEXAS  PHARMACAL  COMPANY 

AN  AFFILIATE  OF 

W ARNER-OHILOOTT  LABORATORIE  S 


"Drug  research 
gives  me  the  tools 
that  save  fives." 


A family  doctor  looks  at  new  de- 
velopments in  the  pharmaceutical 
industry.  And  he  speculates  on  the 
future. 

When  I look  back  at  some  of  my 
old  records,  I’m  constantly  re- 
minded of  the  changes  that  have 
come  about  in  medicine  just  during 
the  past  twenty-five  years.  Some  of 
the  diseases  I treated  and  prayed 
over  in  the  '40’s  are  found  mostly 
in  medical  history  books  now. 

Thanks  to  drug  research  and  de- 
velopment, we’ve  made  substantial 
gains  in  the  control  of  cardiovas- 
cular disease,  diabetes,  malaria, 
mental  illness,  strep  and  staph  in- 
fections, meningitis  and  a long  list 
of  ailments.  It  seems  like  only  yes- 
terday when  a diagnosis  of  pneu- 
monia was  almost  the  kiss  of  death. 
Now,  with  modern  medical  tech- 
niques and  drug  therapy,  we  can 
offer  some  real  help. 

My  records  on  polio,  influenza 
and  measles. show  an  unbelievable 
trend  for  the  better.  New  vaccines 
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have  reduced  the  toll  of  these  age- 
old  threats  dramatically.  And  I see 
patients  in  pain  from  crippling  ar- 
thritis helped  with  new  medicináis 
unknown  just  a few  years  ago. 

I hear  questions  about  the  three 
billion  or  so  dollars  spent  by  the 
drug  industry  in  research  during 
the  past  ten  years  . . . working 
on  new  and  better  drug  products. 
It  does  seem  like  quite  a bit  of 
money  to  spend,  and  I realize  some 
of  it  goes  into  dead  ends.  That's 
the  problem  with  research,  any  re- 
search . . . you  often  don’t  know 
where  you’re  going  until  you  get 
there.  I want  all  the  tools  I can  get 
to  help  my  patients.  I want  more 
drugs  and  more  effective  drugs.  If 
they  mean  less  pain,  longer  lives 
and  more  productive  careers  for 
those  I treat  . . . well,  that’s  what 
really  counts. 

Another  point  of  view  . . . 
Pharmaceutical  Manufacturers 
Association,  1155  Fifteenth  Street, 
N.W.,  Washington,  D.C.  20005. 


This  advertisement  has  been  reaching  consumers  thru  THE  ATLANTIC,  FAMILY 
HEALTH,  HARPER’S  MAGAZINE,  NEWSWEEK,  SATURDAY  REVIEW,  TIME  and 
U.S.  NEWS  & WORLD  REPORT. 


Roche 

announces 


Efudex 

(fluorouracil) 

cream/solution 

for  the  treatment 
of  solar/actinic  keratoses... 

a topical  alternative 
to  conventional  therapy 


In  1962,  Roche  Laboratories  introduced  Fluorouracil 
Roche®  (5-fluorouracil).  Early  clinical  work  with  this 
drug  suggested  that  it  possessed  a selective  cytotoxic 
activity  when  applied  topically  to  certain  kinds  of 
lesions.  Based  on  this  work  and  years  of  clinical  trials, 
a standardized  form  of  topical  fluorouracil  can  now  be 
recommended  for  treatment  of  multiple  solar  or  actinic 
keratoses. 

Ef  udex®(fluorouracil)—  a new 
alternative  to  conventional  therapy 

Efudex  presents  the  physician  with  a topical  alternative 
to  surgery  in  the  treatment  of  solar  or  actinic  keratoses. 

It  is  effective,  comparatively  inexpensive  and  especially 
well-suited  for  treatment  of  multiple  lesions.  Important, 
too,  is  the  highly  desirable  cosmetic  result.  Clinical 
experience  demonstrates  that  treatment  with  Efudex 
results  in  an  extremely  low  incidence  of  scarring.* 

Highly  effective  on  first  and 
later  applications 

In  clinical  trials,  depending  on  the  dosage  form  and 
strength  used,  complete  involution  occurred  in  77  to  88 
per  cent  of  lesions  following  treatment.  The  rate  of 
recurrence  was  low,  ranging  from  1.7  to  5.6  per  cent 
up  to  a year  after  completion  of  therapy.  When  lesions 
did  recur  or  new  ones  appeared,  repeated  courses  of 
Efudex  therapy  proved  effective.* 


1/22/68  — Treatment  with  5%  5-FU 
cream  commences.  Patient  K.L.  showing 
widespread  but  mild  solar  keratoses  (also 
known  as  actinic  keratoses). 


Fluorouracil— the  Roche  contribution 


'2/68  — After  11  days  of  treatment, 
•ythema  is  seen  at  site  of  keratoses.  In 
Idition,  numerous  lesions  not  apparent 
•ior  to  therapy  have  become  manifest 
/ sharply  defined  reactions.  Intervening 
;in,  also  treated,  shows  no  response  to 
lerapy. 

/19/69  — One  year  after  cessation  of 
lerapy.  Skin  appears  clear  with  no  evi- 
ence  of  scarring.  Examination  reveals 
ick  of  recurrence  or  the  formation  of 
ew  lesions. 


Predictable  sequence  of 
therapeutic  response 

Two  to  four  weeks  constitutes  a typical  course  of  Efudex 
therapy.  The  response  is  usually  characteristic  and 
predictable.  After  three  or  four  days  of  treatment, 
erythema  begins  to  appear  in  the  area  of  the  keratoses. 
This  is  followed  by  an  intense  inflammatory  response, 
scaling  and  occasionally  moderate  tenderness  or  pain. 
The  height  of  the  inflammatory  reaction  generally  occurs 
two  weeks  after  the  start  of  therapy,  and  then  begins 
to  subside  as  treatment  is  stopped.  Within  two  weeks 
of  discontinuing  medication,  the  inflammation  is  usually 
gone.  A mild  erythema  may  remain  for  two  to  three 
months  before  gradually  receding. 

Selective— with  a high  degree 
of  safety 

Despite  the  temporary  unsightliness  and  discomfort  of 
the  inflammatory  episode,  Efudex  is,  in  general,  more 
readily  tolerated  than  surgery.  Clinical  work  shows  the 
intense  inflammatory  response  to  be  limited  to  the  area  of 
the  lesion.  Normal  skin  is  not  similarly  affected.  Another 
measure  of  Efudex  safety:  systemic  absorption  of  topical 
fluorouracil  was  insignificant,  indicating  a low  risk  of 
systemic  toxicity.* 

Two  strengths— two  convenient 
dosage  forms 

Efudex  is  available  as  a 2%  or  5%  solution  or  as  a 5% 
cream.  It  is  applied  twice  daily  by  the  patient  with 
a nonmetal  applicator  or  suitable  glove. 

Before  prescribing  Efudex,  however,  there  are  two 
important  considerations.  First,  please  consult  the 
complete  prescribing  information  for  precautions, 
warnings  and  adverse  reactions.  Second,  advise  the 
patient  that  treated  lesions  should  respond  with  the 
characteristic  but  transient  inflammation.  A positive 
sign  that  Efudex  is  working  for  them. 

*Data  on  file,  Hoffmann-La  Roche  Inc.,  Nutley,  New  Jersey. 

2%  and  5%  Solutions;  5%  Cream 
Applied  twice  daily— resolves 
solar  or  actinic  keratoses. 

new 

(fluorouracil) 

cream/solution 


For  full  prescribing  information,  please  see  the  following  page. 


Roche 

introduces 


(fluorouracil) 
cream/solution 
the  new  standardized  topical 
for  solar/actinic  keratoses 


Description:  Efudex  solutions  and  cream  are  topical  preparations 
containing  the  fluorinated  pyrimidine  5-fluorouracil,  an 
antineoplastic  antimetabolite. 

Efudex  Solution  consists  of  2%  or  5%  fluorouracil  on  a weight/ 
weight  basis,  compounded  with  propylene  glycol,  tris- 
(hydroxymethyl)  aminomethane,  hydroxypropyl  cellulose, 
parabens  (methyl  and  propyl)  and  disodium  edetate. 

Efudex  Cream  contains  5%  fluorouracil  in  a vanishing  cream 
base  consisting  of  white  petrolatum,  stearyl  alcohol,  propylene 
glycol,  polysorbate  60  and  parabens  (methyl  and  propyl). 

Actions:  There  is  evidence  that  the  metabolism  of  fluorouracil  in 
the  anabolic  pathway  blocks  the  methylation  reaction  of 
deoxyuridylic  acid  to  thymidylic  acid.  In  this  fashion  fluorouracil 
interferes  with  the  synthesis  of  deoxyribonucleic  acid  (DNA) 
and  to  a lesser  extent  inhibits  the  formation  of  ribonucleic 
acid  (RNA).  Since  DNA  and  RNA  are  essential  for  cell 
division  and  growth,  the  effect  of  fluorouracil  may  be  to  create 
a thymine  deficiency  which  provokes  unbalanced  growth  and 
death  of  the  cell.  The  effects  of  DNA  and  RNA  deprivation  are 
most  marked  on  those  cells  which  grow  more  rapidly  and  which 
take  up  fluorouracil  at  a more  rapid  pace.  The  catabolic  metabolism 
of  fluorouracil  results  in  degradative  products  (e.g.,  CO?,  urea, 
a-fluoro-/?-alanine)  which  are  inactive. 

Studies  in  man  with  topical  application  of  “C-labeled  Efudex 
demonstrated  insignificant  absorption  as  measured  by  I4C  content 
of  plasma,  urine  and  respiratory  CO2. 

Indications:  Efudex  is  recommended  for  the  topical  treatment  of 
multiple  actinic  or  solar  keratoses. 

Contraindications:  Efudex  is  contraindicated  in  patients  with 
known  hypersensitivity  to  any  of  its  components. 

Warnings:  If  an  occlusive  dressing  is  used,  there  may  be  an 
increase  in  the  incidence  of  inflammatory  reactions  in  the 
adjacent  normal  skin. 

Prolonged  exposure  to  ultraviolet  rays  should  be  avoided  while 
under  treatment  with  Efudex  because  the  intensity  of  the  reaction 
may  be  increased. 

Usage  in  Pregnancy:  Safety  for  use  in  pregnancy  has  not  been 
established. 

Precautions:  If  Efudex  is  applied  with  the  fingers,  the  hands  should 
be  washed  immediately  afterward.  Efudex  should  be  applied  with 
care  near  the  eyes,  nose  and  mouth.  To  rule  out  the  presence  of  a 
frank  neoplasm,  a biopsy  should  be  made  of  those  areas  failing  to 
respond  to  treatment  or  recurring  after  treatment. 

Adverse  Reactions:  The  most  frequently  encountered  local 


reactions  were  pain,  pruritus,  hyperpigmentation  and  burning 
the  site  of  application.  Other  local  reactions  included  dermatiti 
scarring,  soreness  and  tenderness. 

Also  reported  were  insomnia,  stomatitis,  suppuration,  scalin¡ 
swelling,  irritability,  medicinal  taste,  photosensitivity  and 
lacrimation. 

Laboratory  abnormalities  reported  were  leukocytosis, 
thrombocytopenia,  toxic  granulation  and  eosinophilia. 

Dosage  and  Administration:  Efudex  should  be  applied  twice  dai 
with  a nonmetal  applicator  or  suitable  glove  in  an  amount  of  tf 
solution  or  cream  sufficient  to  cover  the  lesion.  When  Efudex  is 
applied  to  a lesion,  a response  occurs  with  the  following  sequer 
erythema,  usually  followed  by  vesiculation,  erosion,  ulceration, 
necrosis  and  epithelization.  The  lower  frequency  and  intensity 
activity  in  adjacent  normal  skin  indicate  a selective  cytotoxic 
property.  Medication  should  be  continued  until  the  inflammator 
reaction  reaches  the  erosion,  necrosis  and  ulceration  stage,  at 
which  time  use  of  the  drug  should  be  terminated.  The  usual 
duration  of  therapy  is  from  2 to  4 weeks.  Complete  healing  of  th. 
lesion  may  not  be  evident  for  1 to  2 months  following  cessation  c 
Efudex  therapy. 

How  Supplied:  Efudex  Solution,  10-ml  drop  dispensers — contain 
2%  or  5%  fluorouracil  on  a weight/weight  basis,  compounded 
with  propylene  glycol,  tris(hydroxymethyl)aminomethane, 
hydroxypropyl  cellulose,  parabens  (methyl  and  propyl)  and 
disodium  edetate. 

Efudex  Cream,  25-Gm  tubes  — containing  5%  fluorouracil  in  . 
vanishing  cream  base  consisting  of  white  petrolatum,  stearyl 
alcohol,  propylene  glycol,  polysorbate  60  and  parabens  (methyl 
and  propyl). 

Clinical  Studies:  The  effectiveness  of  the  three  preparations  as 
determined  by  complete  involution  of  solar  keratoses  was: 

2%  Solution,  77%  of  282  lesions;  5%  Solution,  88%  of  202 
lesions;  and  5%  Cream,  85%  of  189  lesions.  In  those  lesions  whe 
complete  involution  followed  treatment,  the  rate  of  possible 
recurrences  observed  clinically  at  periods  up  to  12  months  or  moi 
was:  2%  Solution,  4.6%  of  218  lesions;  5%  Solution,  1.7%  of  17' 
lesions;  and  5%  Cream,  5.6%  of  160  lesions.  Because  of  the  toxic 
potential  of  fluorouracil,  some  physicians  preferred  to  use  the  2°/ 
solution  when  large  areas  were  to  be  treated.  Approximately  30°/ 
of  the  lesions  required  treatment  for  two  weeks  or  less; 
approximately  78%  required  four  weeks  or  less  for  adequate 
treatment. 
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Cuando  comen  lo  que  les  gusta 
y no  lo  que  deben... 


ayude  a cubrir  "el  déficit”  de  vitaminas  con 

Unicap  Therapeutic 

10  vitaminas  combinadas  con  7 minerales 

Cada  tableta  contiene: 

Vitamina  A 1.5  mg. 

Vitamina  D 10  mcg. 

Mononitrato  de  Tiamina  (B-l)  10  mg. 

Riboflavina  (B-2)  10  mg. 

Acido  Ascórbico  (C)  (como  ascorbato  de  sodio)  300  mg. 

Niacinamida  100  mg. 

Clorhidrato  de  Piridoxina  (B-6)  2 mg. 

Pantotenato  de  Calcio  20  mg. 

Cobalamina  (B-12)  (como  concentrado  de  cobalamina)  20  mg. 

Vitamina  E 30  Unidades  Internacionales 

Hierro  (a  partir  de  50  mg.  de  sulfato  ferroso)  10  mg. 

Yodo  (como  yoduro  de  potasio)  0.15  mg. 

Calcio  (como  carbonato)  50  mg. 

Cobre  (como  sulfato)  1 mg. 

Manganeso  (como  sulfato)  1 mg. 

Magnesio  (como  sulfato)  6 mg. 

Potasio  (como  sulfato)  5 mg. 

Posologia:  Adultos  y niños  mayores  de  6 años  - 1 tableta  diaria. 

Presentación:  Frascos  de  30  y 90 
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When  disease  is  ruled  out 
and  psychic  tension  is  implicated 


\alium  (diazepam) 

helps  relax  the  patient 
and  relieve  his  somatic  symptoms 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 
Indications:  Tension  and  anxiety  states;  somatic  com- 
plaints which  are  concomitants  of  emotional  factors; 
psychoneurotic  states  manifested  by  tension,  anxiety, 
apprehension,  fatigue,  depressive  symptoms  or  agita- 
tion; acute  agitation,  tremor,  delirium  tremens  and 
hallucinosis  due  to  acute  alcohol  withdrawal;  adjunc- 
tively  in  skeletal  muscle  spasm  due  to  reflex  spasm  to 
local  pathology,  spasticity  caused  by  upper  motor 
neuron  disorders,  athetosis,  stiff-man  syndrome,  con- 
vulsive disorders  (not  for  sole  therapy). 
Contraindicated:  Known  hypersensitivity  to  the  drug. 
Children  under  6 months  of  age.  Acute  narrow  angle 
glaucoma. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution 
against  hazardous  occupations  requiring  complete 
mental  alertness.  When  used  adjunctively  in  convul- 
sive disorders,  possibility  of  increase  in  frequency 
and/or  severity  of  grand  mal  seizures  may  require 
increased  dosage  of  standard  anticonvulsant  medica- 
tion; abrupt  withdrawal  may  be  associated  with  tem- 
pt rary  increase  in  frequency  and/ or  severity  of 
seizures.  Advise  against  simultaneous  ingestion  of 
alc  ohol  and  other  CNS  depressants.  Withdrawal 
symptoms  have  occurred  following  abrupt  discon- 
tinuance. Keep  addiction-prone  individuals  under 
careful  surveillance  because  of  their  predisposition  to 
habituation  and  dependence.  In  pregnancy,  lactation 


or  women  of  childbearing  age,  weigh  potential  benefit 
against  possible  hazard. 

Precautions:  If  combined  with  other  psychotropics  or 
anticonvulsants,  consider  carefully  pharmacology  of 
agents  employed.  Usual  precautions  indicated  in  pa- 
tients severely  depressed,  or  with  latent  depression, 
or  with  suicidal  tendencies.  Observe  usual  precau- 
tions in  impaired  renal  or  hepatic  function.  Limit 
dosage  to  smallest  effective  amount  in  elderly  and 
debilitated  to  preclude  ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypo- 
tension, changes  in  libido,  nausea,  fatigue,  depression, 
dysarthria,  jaundice,  skin  rash,  ataxia,  constipation, 
headache,  incontinence,  changes  in  salivation,  slurred 
speech,  tremor,  vertigo,  urinary  retention,  blurred 
vision.  Paradoxical  reactions  such  as  acute  hyperexcited 
states,  anxiety,  hallucinations,  increased  muscle  spas- 
ticity, insomnia,  rage,  sleep  disturbances,  stimulation, 
have  been  reported;  should  these  occur,  discontinue 
drug.  Isolated  reports  of  neutropenia,  jaundice;  peri- 
odic blood  counts  and  liver  function  tests  advisable 
during  long-term  therapy. 
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